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(57)Abstract: 

PROBLEM TO BE SOLVED: To provide a propolis composition constituted so as to exhibit high efficacy as a healthy food and a 
cosmetic material, and further to provide its granular preparation. 

SOLUTION- This propolis composition contains the propolis extracted with a hydrophilic organic solvent, the propolis extracted 
with water and the propolis extracted by supercritical extraction, regulated so that the propolis extracted with the hydrophilic 
organic solvent will be 1-20 pts.wt. and the propolis extracted with the water will be 0.5-6 pts.wt. based on 1 pts.wt. propolis 
extracted by the supercritical extraction. The propolis extracted with the water and the propolis extracted by the supercntjcal 
extinction are preferably the ones extracted from a residue after extraction of an original lump of the propolis with the 
hydrophilic organic solvent. The propolis composition is preferably constituted of a powder of the extract of the propolis 
extracted with the hydrophilic organic solvent, a powder of the extract of the propolis extracted with the water, and a powder of 
the extract of the propolis extracted by supercritical extinction. The granular preparation of the propolis composition contains 
the propolis composition, and contains the propolis extracted with the hydrophilic organic solvent, the propolis extracted with 
the water, and the propolis extracted by the supercritical extinction. 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

LThis document has been translated by computer. So the translation may not reflect the original preci; 
2.**** shows the word which can not be translated. 
3.1n the drawings, any words are not translated. 



CLAIMS 
[Claim(s)] 



Cta m l The propolis constituent which is a propolis constituent containing hydroph.hc organs solvent extract *«^ r 
exSLct propolis, and supercritical extraction propolis, and is characterized by carrying out 0.5-6 we.ght section content of 1 20 
wS section and the water extract propolis for hydrophilic organic solvent extract propohs to the superenfea. extracts 

[Crm S 2]Vt1etVo e n C e 0 sort chosen from said water extract propolis and supercritical extraction propolis is a propolis constituent 
according to claim 1 characterized by being extracted from the residue after a hydroph.l.c organ.c solvent extracts a propol,s 

Slaim'^The propolis constituent according to claim 1 or 2 characterized by exceeding 10 weight sections for hydrophiNc 
SI solvent extract propolis, and carrying out 1-5 weight section content of the water extract propohs below 18 we.ght 

BSSra r^^^^^^^s 3 characterized by containing the ^^^^ 
extract powder which carried out disintegration of said hydrophilic organic solvent extract propohs. the water extract powder 
wS earned out disintegration of said water extract propolis, and the supercritical extraction object powder wh.ch earned out 

SStSSS— preparation characterized by containing the hydropic ^rganic solvent 
exttart granulation which is the propolis constituent granulation pharmaceufcal preparation wh.ch conta.ns the propohs 
3SJ a pubtcation in ei*er of claim 1 to claims 4. and corned said hydrophilic organic solvent extract prop, s to 
SS .£* water extract granulation which corned said water extract propolis to granu.anty. and the supercntica. extracts 
object granulation which corned said supercritical extraction propolis to granulanty. 



[Translation done.] 
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* NOTICES * 

JPO and NCI PI are not responsible for any 
damages caused by the use of this translation. 

1. This document has been translated by computer. So the translation may not reflect the original precisely. 

2. **** shows the word which can not be translated. 
3.1n the drawings, any words are not translated. 



DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] This invention relates to the propolis constituent used as health food pharmaceutical preparation, 
cosmetics pharmaceutical preparation, etc.. and the propolis constituent granulation pharmaceutical preparation containing that 
constituent. 
[0002] 

[Description of the Prior Art] propolis (propolis original lump) — a bee — it is the matter of the shape of the shape of resin 
which is also called tar and constitutes **** of the blow hole of an Apis mellifrera, and wax. A honeybee is sap and the plant 
body which have been extracted from surrounding vegetation, beeswax and pollen are often mixed, and generally this propolis 
presents blackish brown thru/or dark brown, and contains various components. 

[0003] Although this propolis had been used as a raw material of drugs or health food in Europe for many years, it came to be 
used for many products as a raw material of health food or cosmetics also in Japan in recent years. As main bioactive of 
propolis, active oxygen elimination ability and an immunity activation operation are known, and the efficacy as a raw material of 
health food is supported. Moreover, quenching, the analgesic action, the antiallergic operation, and the antibacterial action to the 
disease germ of the large range are also known. It is reported at an institute especially that there are remarkable anticancer and 
antitumor action, and since the discovery report of two or more new cancericidal material was carried out out of the component, 
the efficacy which was excellent in propolis will attract attention of a world suddenly. 

[0004] TERUPE ** with a still lower polarity, such as flavonoids from an organic-acid compound with a polarity high as a 
chemical entity contained in this propolis, and polyphenol. — the id — very many compounds, such as a kind, are checked. It is 
thought that the bioactive which the bioactive of these matter acts intricately, has it and was excellent in propolis is formed. 
[0005] Since the propolis original lump is very difficult, it is [ taking in in the condition as it is ] common to be taken in as an 
extract extracted with a hydrophilic organic solvent or water, such as ethanol. Various physiological active substances contain in 
the hydrophilic organic solvent extract or water extract of this propolis, and various products which used that pharmacological 
action in the health food field are marketed. Moreover, in JP.2000-325032A it is indicated by alcoholic extract propolis by adding 
and mixing water extract propolis gradually about the propolis product which carried out precipitation filtration and removed the 
resinous principle peculiar to alcoholic extract propolis. And this propolis product supposes that it is suitable for drink as 
compared with the propolis extract extracted with the independent solvent (alcohol or water) in the synergistic effect of each, 
component being expectable while conquering the difficulty which each of alcoholic extract propolis and water extract propolis 
has. 
[0006] 

[Problem(s) to be Solved by the Invention] However, with the propolis product containing said alcoholic conventional extract 
propolis and water extract propolis, only the component meltable to alcohol among the components in a propolis original lump and 
the component meltable in water were contained, but many active principles are lost by moreover removing a resinous principle 
in a precipitation filtration process, and a part of propolis active principle was able to be taken in. For this reason, compared with 
the bioactive synergistic effect by many active principles when taking in a propolis original lump the whole it was 

remarkable and said synergistic effect was low. 

[0007] This invention is made paying attention to the trouble which exists in the above conventional techniques. The place made 
into the object is to offer the propolis constituent constituted so that efficacy high as health food and a cosmetics raw material 
could be demonstrated, and its granulation pharmaceutical preparation. 
[0008] 

[Means for Solving the Problem] In order to attain the above-mentioned object, the propolis constituent of invention according to 
claim 1 is a propolis constituent containing hydrophilic organic solvent extract propolis, water extract propolis, and supercritical 
extraction propolis, and is characterized by carrying out 0.5-6 weight section content of 1 - 20 weight section and the water 
extract propolis for hydrophilic organic solvent extract propolis to the supercritical extraction propolis 1 weight section. 
[0009] At least one sort as which the propolis constituent of invention according to claim 2 is chosen from said water extract 
propolis and supercritical extraction propolis in invention according to claim 1 is characterized by being extracted from the 
residue after a hydrophilic organic solvent extracts a propolis original lump. 

[0010] The propolis constituent of invention according to claim 3 is characterized by exceeding 10 weight sections for hydrophilic 
organic solvent extract propolis, and carrying out 1-5 weight section content of the water extract propolis below 18 weight 
sections to the supercritical extraction propolis 1 weight section, in invention according to claim 1 or 2. 

[0011] The propolis constituent of invention according to claim 4 is characterized by containing the hydrophilic organic solvent 
extract powder which carried out disintegration of said hydrophilic organic solvent extract propolis to either of claim 1 to claims 3 
in invention of a publication, the water extract powder which carried out disintegration of said water extract propolis, and the 
supercritical extraction object powder which carried out disintegration of said supercritical extraction propolis. 
[0012] The propolis constituent granulation pharmaceutical preparation of invention according to claim 5 The hydrophilic organic 
solvent extract granulation which is the propolis constituent granulation pharmaceutical preparation which contains the propolis 
constituent of a publication in either of claim 1 to claims 4. and corned said hydrophilic organic solvent extract propolis to 
granularity. It is characterized by containing the water extract granulation which corned said water extract propolis to granularity, 
and the supercritical extraction object granulation which comed said supercritical extraction propolis to granularity. 
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[0013] 

[Embodiment of the Invention] Hereafter, the operation gestalt which materialized this invention is explained to a detail. The 
propolis constituent of an operation gestalt contains hydrophiiic organic solvent extract propolis (it is hereafter indicated as a 
hydrophilic organic solvent extract), water extract propolis (it is hereafter indicated as a water extract), and supercritical 
extraction propolis (it is hereafter indicated as a supercritical extraction object), the gestalt of pharmaceutical preparation of 
versatility [ constituent / this / propolis ], such as health food pharmaceutical preparation and cosmetics pharmaceutical 
preparation, — taking orally — or dermal administration is carried out and it is used. A very high health promotion operation and 
the cosmetics effectiveness are demonstrated according to the synergistic effect of the active principle contained in three kinds 
of extracts by the extract approach that these propolis constituents differ. Said health promotion operation and the cosmetics 
effectiveness are presumed and checked by carrying out the measurement comparison of the radical prehension acceleration 
activity used as the index of edema control activity, hyaluronidase inhibition activity, leucocyte phagocytosis acceleration 
activity, and active oxygen elimination ability. 

[0014] Three kinds of respectively separate propolis original lumps are prepared, and the start raw material (it is hereafter 
indicated as a propolis raw material) for extracting each extract can be used for three kinds of extract operation. However, when 
the workability of an extract process and the recovery (profitability) of an active principle are taken into consideration, it is 
desirable to constitute so that two or more kinds of extract operation may extract a propolis original lump. That is. after a 
hydrophilic organic solvent extracts a propolis original lump first, a water extract or supercritical extraction may be presented 
with the residue (residue of insolubility [ organic solvent / hydrophilic ]). and a hydrophilic organic solvent extract or a water 
extract may be presented with the residue after carrying out supercritical extraction to reverse. 

[0015] the residue (residue) after performing a hydrophilic organic solvent extract previously most preferably using a propolis 
original lump — a water extract — or it is good to constitute so that supercritical extraction may be carried out. Since the 
hydrophobic component located in the boundary region which may be extracted with the hydrophiiic component located in the 
boundary region which may be extracted with water and a hydrophilic organic solvent at this time or supercritical extraction, and 
a hydrophilic organic solvent overlaps into a propolis constituent and does not contain, it is easy to reduce the depressor effect 
over the health promotion effectiveness etc. That is. when said hydrophiiic component or a hydrophobic component is taken in so 
much at once, there is work which controls health promotion on the contrary. Moreover, since permeability is good in the 
operation of a hydrophilic organic solvent, the residue after presenting a hydrophilic organic solvent extract previously can raise 
easily the yield in a subsequent water extract or supercritical extraction. 

[0016] In addition, although anything of places of production, such as Brazil. China, Japan, the U.S., and Europe, of said propolis 
original lump is usable, it is desirable especially to use the product from Brazil with high extract yield in a water extract. 
[0017] Although a hydrophilic organic solvent extract is obtained by extracting a meltable component to the hydrophilic organic 
solvent in a propolis raw material, using a hydrophilic organic solvent or its water diluent as an extracting solvent, it is desirable 
to use ethanol for manufacture of the constituent as health food as a hydrophilic organic solvent Various active principles, such 
as flavonoids. polyphenol, organic acids, and Tell ** NOIDO. are contained in this hydrophilic organic solvent extract, and a health 
promotion operation of an active oxygen elimination operation, an immunity activation operation, quenching, an anticancer 
operation, etc. is demonstrated. 

[0018] Considering that they carry out taking orally, using the property and propolis constituent of a solvent as food, said 
hydrophilic organic solvent has the most desirable ethanol, although they can use it. ketones which have the property dissolved 
in water, such as an acetone besides lower alcohol, such as ethanol, a methanol, and isopropanol. and a methyl ethyl ketone, 
choosing it suitably, the time of using ethanol as a hydrophilic organic solvent — the concentration — desirable — 60 to 100 
capacity % — it is 80 to 100 capacity % more preferably. When this concentration is under 60 capacity %. it is a ratio suitable for 
the configuration of this operation gestalt. and an active principle meltable to ethanol cannot be extracted efficiently, the amount 
of the ethanol used — a propolis raw material — receiving — desirable — the amount of one to 20 times — more — desirable - 
- the amount of two to 10 times — it is the amount of three to 8 times still more preferably. When this amount used is under the 
amount of 1 time, the yield of an active principle falls. Conversely, in exceeding an amount 20 times, equipment not only becomes 
large superfluously, but starting workability falls [ time amount ] to processes, such as concentration, remarkably. 
[0019] The temperature 10-30 degrees C near ordinary temperature is sufficient as extract temperature, and it is good to 
perform extract operation for 24 hours or more, stirring at the extract temperature. In addition, when said extract temperature is 
less than 10 degrees C. the yield of an active principle falls. Conversely, in exceeding 30 degrees C. the filterability after an 
extract worsens and workability falls. And after fully extracting an active principle by the above-mentioned extraction condition, 
hydrophilic organic solvent extract liquid is obtained by performing filter paper filtration or diatomaceous earth filtration. A 
hydrophilic organic solvent extract is obtained by evaporating and drying the solvent of this hydrophilic organic solvent extract 
liquid. Since powder physical properties are inferior, after [ brown ] accepting the need and diluting and condensing said 
hydrophilic organic solvent extract liquid, it dries, and excipients. such as a lactose and a dextrin, are added and it is [ this 
hydrophilic organic solvent extract carries out disintegration and ] good [ it is. it carries out and is a dark-brown resin-like solid- 
state, if this is ground, pure hydrophilic organic solvent extract powder will be obtained but ] also as hydrophilic organic solvent 
extract powder. 

[0020] A water extract is obtained by extracting a meltable component in the water in a propolis raw material, using water as an 
extracting solvent. Various active principles, such as organic acids, polysaccharide, and protein, are contained in this water 
extract, and a health promotion operation of an antioxidation operation, a radical prehension acceleration operation, hyaluronidase 
inhibition activity, an anticancer operation, etc. is demonstrated, the amount of the extracting solvent used — a propolis raw 
material — receiving — desirable — the amount of one to 20 times — more — desirable — the amount of two to 15 times it 
is the amount of five to 12 times still more preferably. When the amount of this extracting solvent used is under the amount of 1 
time, the yield of an active principle falls. Conversely, in exceeding an amount 20 times, starting workability falls [ time amount ] 
to processes, such as concentration, remarkably. 

[0021] 20-90 degrees C of 30-80 degrees C of extract temperature are 40-60 degrees C still more preferably more preferably. 
When this extract temperature is less than 20 degrees C. it not only causes deterioration of quality, but an extract process takes 
a long time and the yield of an active principle fails. Conversely, when exceeding 90 degrees C. it is expected that the 
denaturation of an active principle takes place and the synergistic effect falls. Moreover, although extract time amount is based 
also on the amount of the extracting solvent used, in order to extract sufficient quantity of an active principle, it is desirable to 
apply for 2 hours or more and to extract. 

[0022] And after fully extracting an active principle by the above-mentioned extraction condition, water extract liquid is obtained 
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by performing filter paper filtration or diatomaceous earth filtration. Furthermore, if it freeze-dries if needed after condensing this 
water extract liquid, pure water extract freeze-drying powder will be obtained. In order to obtain powder with still more sufficient 
physical properties, it is good also as water extract freeze-drying powder which freeze-dried after adding excipients. such as a 
lactose and a dextrin, in the aforementioned water extract liquid, and was excellent in the powder property. Moreover, even if it 
adds excipients. such as a lactose and a dextrin, to the aforementioned pure water extract freeze-drying powder, water extract 
freeze-drying powder with a sufficient powder property (it is hereafter indicated as water extract powder) is obtained. 
[0023] A supercritical extraction object extracts a predetermined component from a propolis raw material by contacting the 
supercritical fluid and the propolis raw material which changed supercritical fluid into the supercritical condition under the 
conditions more than critical temperature and more than the critical pressure using well-known supercritical-fluid-extraction 
equipment. When using a carbon dioxide as supercritical fluid, the carbon dioxide which changed into the supercritical fluid 
condition as more than the critical temperature of 31.1 degrees C and more than the critical pressure of 72.8 atmospheric 
pressures (7.4MPa) extracts a propolis raw material. Ravonoids. Tell ** NOIDO. other hydrophobic physiological active 
substances, etc. are contained in the supercritical extraction object using this carbon dioxide, and demonstrating a health 
promotion operation of hyaluronidase inhibition activity, an anticancer operation, edema depressant action, etc. is checked. 
[0024] Although ethane, a propane, a carbon dioxide, nitrous oxide, etc. are usable, as for said supercritical fluid, it is most 
desirable to use a carbon dioxide, this carbon dioxide suits the compound for an extract that a polarity is lower than ethanol in a 
top with the critical temperature near ordinary temperature — it has physical and chemical property. Since the physical 
properties in an extract process are not only excellent in this way. but a carbon dioxide does not affect the taste of a 
supercritical extraction product by tasteless and no odor, as supercritical fluid used for this operation gestalt, its carbon dioxide 
is the most desirable. 

[0025] In order that supercritical fluid may use a consistency and the property in which solubility changes a lot. to few 
temperature gradients and a pressure differential [ near the critical point ]. the suitable vertical width of face for the temperature 
and the pressure of processing is required for actuation in supercritical fluid extraction. 32-80 degrees C of operating 
temperature in the case of using a carbon dioxide are 32-50 degrees C more preferably. Moreover, the actuation pressure is 73 
to 400 atmospheric pressure (7.4-40.5MPa) more preferably 73 to 500 atmospheric pressure (7.4-50.7MPa). 1-10kg (the rate of 
flow) /of flow rates of the carbon dioxide as supercritical fluid is [ hour ] 3-7kg/hour more preferably to 1kg of propolis raw 
materials. Although the processing time changes with the amounts and conditions of a propolis raw material, it can be suitably 
determined from a test or a processing track record by checking the time amount which an extract completes. 
[0026] And the description of the supercritical extraction object of the propolis extracted by the above-mentioned extraction 
condition changes also with the elapsed time of an extract. Although many are pastes-like, a part may be obtained as powder 
thru/or a massive solid-state. When using ethanol as an entrainer, it becomes liquefied including ethanol. The carbon dioxide 
which the ethanol by which it is contained in extraction feed immediately after an extract the ethanol as an entrainer. etc. were 
contained, and also the supercritical extraction object solidified by adiabatic expansion is contained. Since it is obtained as an 
uneven extract with the presentation which furthermore changes with extract elapsed time, after removing ethanol and a carbon 
dioxide and considering as a solid supercritical extraction object, stirring to homogeneity, if it grinds, it will become pure 
supercritical extraction object powder. In order to give a further more good powder property, it is good also as supercritical 
extraction object powder which added and carried out disintegration of the excipients. such as a lactose and a dextrin, to the 
supercritical extraction object if needed. 

[0027] the blending ratio of coal of the hydrophilic organic solvent extract in the propolis constituent of this operation gestalt — 
the supercritical extraction object 1 weight section — receiving — desirable — 1 - 20 weight section — 10 weight sections are 
exceeded more preferably and they are below 18 weight sections. To the supercritical extraction object 1 weight section, when 
the blending ratio of coal of a hydrophilic organic solvent extract is under 1 weight section, the sufficient efficacy and the 
effectiveness as health food or cosmetics pharmaceutical preparation cannot be demonstrated. Conversely, when the blending 
ratio of coal of a hydrophilic organic solvent extract exceeds 20 weight sections to the supercritical extraction object 1 weight 
section, since the content of the supercritical extraction object to a water extract falls relatively, the synergistic effect of these 
water extract and a supercritical extraction object is not fully demonstrated. 

[0028] the blending ratio of coal of the water extract in the propolis constituent of this operation gestalt — the supercritical 
extraction object 1 weight section — receiving — desirable — 0.5 - 6 weight section — it is 1 - 5 weight section more 
preferably. To the supercritical extraction object 1 weight section, when the blending ratio of coal of a water extract is under the 
0.5 weight section, the sufficient efficacy and the effectiveness as health food or cosmetics pharmaceutical preparation cannot 
be demonstrated. Conversely, when the blending ratio of coal of a water extract exceeds 6 weight sections to the supercritical 
extraction object 1 weight section, since the content of the supercritical extraction object to a hydrophilic organic solvent 
extract falls relatively, the synergistic effect of these hydrophilic-properties organic solvent extract and a supercritical extraction 
object is not fully demonstrated. 

[0029] the propolis constituent constituted as mentioned above — as health food pharmaceutical preparation, cosmetics 
pharmaceutical preparation, etc. — taking orally — or dermal administration is carried out and it is used. In this propolis 
constituent within limits which do not spoil the health promotion effectiveness of the above-mentioned active principle in that 
case For example, plumping agents, such as excipients. such as a dextrin, cyclodextrin. and a lactose, and a sodium 
hydrogencarbonate. Brighteners. such as a cull navarho. a shellac, and yellow bees wax. a pectin carboxymethyl cellulose. Gelling 
agents, such as agar and starch, an alginic acid, carrageenan. xanthan gum, Thickeners, such as chitosan. sugar, honey, a liquorice 
extract, a stevia. saccharin sodium, Sweetening agents, such as an oligosaccharide, erythritol. a starch syrup, and isomenzed 
sugar, a quiilaja extract. Emulsifiers. such as lecithin, a glycerol, a glycerine fatty acid ester, and an soybean saponin. pH 
regulators, such as coloring matter, such as flavorings, such as cinnamon essential oil. jasmine essential oil. rosemary essential 
oil. and lime essential oil. a caramel, a red cabbage, a gardenia, nonuniformity SAKIIMO, a grape, and curcmae rhizoma. a lactic 
acid, a lactate, a citric acid, a malic acid, and a sodium carbonate, may be added. 

[0030] As health food pharmaceutical preparation, by adding the above-mentioned propolis constituent in a food raw material, a 
drink article raw material, or a drugs raw material, it is processed into configurations, such as the shape of the shape of powder, a 
liquid, granularity, a tablet, and a capsule, and a stick, and is used as health food, a health drink, or quasi drugs. It is used as quasi 
drugs, being blended with soap, gear-tooth polishing powder, etc. As cosmetics pharmaceutical preparation, by adding the above- 
mentioned propolis constituent for a food raw material, a drink article raw material, or a cosmetics raw material, it is processed 
into the shape of a liquid, a milk liquid, and a half-solid, and the configuration of powdered **, and is used as cosmetics food, a 
cosmetics drink, or cosmetics. According to the class of makeup, as for said cosmetics, alcohols, a fats-and-oils surfactant 
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purified water, etc. are added suitably. 

[0031] On the other hand, it is processed into many gestalten. such as a tablet, a capsule, granulation, powder, syrups, and 
drinkable preparations, when using this propolis constituent as an oral agent. When processing it into a tablet and a capsule, a 
binder, an excipient. a plumping agent, a brightener, a sweetening agent, a flavor agent, etc. are added suitably. A tablet can also 
be covered with a shellac or sugar. Moreover, the above-mentioned ingredient can be made to contain liquid support, such as 
fats and oils, further in the case of a capsule. On the other hand, when using as a parenteral agent, it is used with the gestalt of 
external preparations, such as an ointment, cream pharmaceuticals, and liquor, carrying out dermal administration. As a basis of 
these external preparations, vaseline, paraffin, fats and oils, lanolin, macro gall. etc. are used suitably, and can consider as an 
ointment, cream pharmaceuticals, etc. by the usual approach. 

[0032] It is desirable to consider as granularity granulation pharmaceutical preparation with big particle diameter on the other 
hand, since possibility that the component in a propolis constituent will join during preservation according to moisture absorption 
etc. is high when the above-mentioned propolis constituent is made into the shape of powder and powder of especially minute 
particle diameter. 

[0033] in considering this propolis constituent as granulation pharmaceutical preparation, after mixing three kinds of extracts — 
disintegration — carrying out — granulator — a law — according to a method, it can fabricate to granularity, and can consider 
as granulation pharmaceutical preparation. Or mixing three kinds of extracts by which disintegration was carried out using 
granulator. it can com to granularity and can also consider as granulation pharmaceutical preparation. Or it is also possible to 
consider as propolis constituent granulation pharmaceutical preparation by mixing spraying directly the liquid (liquefied propolis 
constituent) which mixed three kinds of extracts on the front face of the raw material granulation beforehand corned by 
granularity by purified sucrose, corn starch, etc., or making three kinds of extracts by which disintegration was carried out adhere 
to it through a sizing agent using coating granulator, and making it dry after that. 

[0034] However, since possibility that problems, such as separation, will arise according to a difference of the properties 
(strength of lipophilicity etc.) of each extract by the manufacture approach of the above-mentioned granulation pharmaceutical 
preparation at the time of mixing or preservation is high, after making it granularity for every extract, considering as granulation 
pharmaceutical preparation is most desirable by mixing by the predetermined ratio. That is, it is most desirable to constitute first, 
so that granulation pharmaceutical preparation may be manufactured by mixing three kinds of granulation, after corning 
independently hydrophilic organic solvent extract granulation, water extract granulation, and supercritical extraction object 
granulation, respectively. 

[0035] After carrying out disintegration of the hydrophilic organic solvent extract granulation by adding excipients. such as a 
lactose and a dextrin, to a hydrophilic organic solvent extract, it is corned by granularity according to a conventional method with 
granulator. Or it is also possible to corn by making the hydrophilic organic solvent extract by which sprayed the liquefied 
hydrophilic organic solvent extract on the front face of the raw material granulation beforehand corned by granularity by purified 
sucrose, corn starch, etc. directly using coating granulator. or disintegration was carried out adhere through a sizing agent, and 
making it dry after that. As for the content of the hydrophilic organic solvent extract contained in this granulation, it is desirable 
that it is 5 - 50 % of the weight in solid content. When the content of this hydrophilic organic solvent extract is less than 5 % of 
the weight, the active principle of amount sufficient in propolis constituent granulation pharmaceutical preparation cannot be 
made to contain. Conversely, in exceeding 50 % of the weight, disintegration and a granulation process become remarkably 
difficult. 

[0036] Although water extract granulation can be considered as granulation by the same manufacture approach as the above 
mentioned hydrophilic organic solvent extract granulation, after carrying out disintegration by the freeze-dry method, it can also 
be made into granularity using granulator. As for the content of the water extract contained in this water extract granulation, it is 
[ at the same reason as the case of the above-mentioned hydrophilic organic solvent extract granulation ] desirable that it is 5 - 
50 % of the weight in solid content. 

[0037] Supercritical extraction object granulation can be considered as granulation by the same manufacture approach as said 
hydrophilic organic solvent extract granulation. Furthermore, in case this supercritical extraction object granulation is 
manufactured, it is desirable to carry out disintegration of the supercritical extraction object of the shape of the shape of a paste 
and emulsified liquid beforehand. It is desirable to constitute so that disintegration of the antibonding agents, such as calcium and 
a silicon dioxide, may be added and carried out to this disintegration with said excipient. At this time, the content of the 
supercritical extraction object in supercritical extraction object powder is 15 - 25 % of the weight more preferably ten to 35% of 
the weight. When the content of this supercritical extraction object is less than 10 % of the weight, the active principle of amount 
sufficient in propolis constituent granulation pharmaceutical preparation cannot be made to contain. Conversely, in exceeding 35 
% of the weight, disintegration and a granulation process become remarkably difficult. 

[0038] furthermore, the blending ratio of coal of an antibonding agent — the supercritical extraction object 1 — receiving — a 
weight ratio — desirable — 0.01-2 — it is 0.05-1 more preferably. When the weight ratio of this antibonding agent is less than 
0.01. in case disintegration of the supercritical extraction object is carried out. an oil content dissociates, or caking of powder 
arises. Conversely, when exceeding 2. the taste and a smell peculiar to propolis become weaker, and the quality of goods is 
spoiled. It is possible by preparing the granulation for these three kinds of every extraction methods according to an individual, 
mixing them, and considering as the propolis constituent of this operation gestalt to prevent effectively separation of the oil 
content that in a supercritical extraction object contained and generating of caking by adhesion of powder. [ many ] 
[0039] Moreover, the content of the supercritical extraction object contained in this supercritical extraction object granulation is 
5 - 20 % of the weight more preferably three to 35% of the weight. When the content of this supercritical extraction object is less 
than 3 % of the weight, the active principle of amount sufficient in propolis constituent granulation pharmaceutical preparation 
cannot be made to contain. Conversely, in exceeding 35 % of the weight, disintegration and a granulation process become 
remarkably difficult. 

[0040] Furthermore, in the hydrophilic organic solvent extract granulation, water extract granulation, and supercritical extraction 
object granulation which corned respectively as mentioned above, considering as coating granulation is desirable by coating the 
front face of the granulation after granulation with a coating agent. In addition, as said coating agent, a dextrin or corn starch is 
used suitably. In being able to prevent easily the debasement by adhesion of the granulation pharmaceutical preparation at the 
time of preservation, or granulation at this time, it becomes possible to control suitably the distributed stage and absorption 
stage to the inside of the body of an active principle. It becomes possible in the case of the propolis constituent granulation 
pharmaceutical preparation which consists of three kinds of extract granulation especially, to arrange the peak of the bioactive 
manifestation in the inside of the body of three kinds of extracts, and to heighten the synergistic effect notably, since the 
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absorption stage to the inside of the body of an active principle is controllable for every granulation. 

[0041] The coating granulation of a hydrophilic organic solvent extract makes the coating agent by which sprayed the liquefied 
coating agent on the front face of hydrophilic organic solvent extract granulation directly, or disintegration was carried out 
adhere through a sizing agent using coating granulator. and is prepared by making it dry after that. The propolis constituent 
granulation pharmaceutical preparation which corned after mixing three kinds of extracts before the coating granulation of a 
water extract, the coating granulation of a supercritical extraction object, and granulation is prepared similarly. 
[0042] As for the ratio (comparatively) of the coating agent weight to the coating ratio of the coating granulation of a hydrophilic 
organic solvent extract, i.e.. the solid content weight of coating granulation, it is desirable that it is 0.2-0.4. When this coating 
ratio is less than 0.2. since the decay time within the stomach is short, the time amount exposed to stomach juice becomes long, 
and it becomes easy to condense the component in a hydrophilic organic solvent extract. Consequently, it is hard coming to win 
popularity the emulsification operation by bile acid, and the absorption coefficient to the inside of the body falls. Conversely, in 
exceeding 6.4. since it does not fully collapse within the stomach, it is in the inclination which is in absorption of an active 
principle remarkably. 

[0043] As for the coating ratio of the coating granulation of a water extract, it is desirable that it is 0.4-0.6. When this coating 
ratio is less than 0.4. the component in the water extract which exists near the front face of coating granulation absorbs 
moisture, and there is a possibility that adhesion of coating granulation may take place. Moreover, in the stomach, low-molecular 
matter, such as an organic acid, is eluted easily, and is diluted, and when the membrane permeability of an intestinal tract falls, 
there is also a possibility that the absorption coefficient to the inside of the body may fall. Conversely, when exceeding 0.6, 
sufficient anti-inflammation effectiveness is not demonstrated from the content of an active principle falling. 
[0044] the coating ratio of the coating granulation of a supercritical extraction object — desirable — 0.05 to 0.2 — it is 0.05-0.1 
more preferably. When this coating ratio is less than 0.05, since the decay time within the stomach is short, the time amount 
exposed to stomach juice becomes long, and it becomes easy to condense the component in a supercritical extraction object. 
Conversely, in exceeding 0.2. it is in the inclination which is in absorption of an active principle remarkably, without fully collapsing 
within the stomach. 

[0045] The effectiveness demonstrated according to the above-mentioned operation gestalt is indicated below. 
- The propolis constituent of an operation gestalt contains three kinds of extracts of a hydrophilic organic solvent extract, a 
water extract, and a supercritical extraction object. Said each extract contains a mutually different active principle from being 
extracted with an extracting solvent (the extract approach) different, respectively, this propolis constituent — ******** — 
according to the synergistic effect of an active principle, as compared with the mixture of one kind of extract, or two kinds of 
extracts, the higher efficacy and the effectiveness as health food and cosmetics pharmaceutical preparation can be 
demonstrated, and the outstanding health food and cosmetics pharmaceutical preparation can be obtained. 
[0046] Furthermore, this propolis constituent is the physiological active substance of the varieties which have the health 
promotion activity included in a propolis original lump since the matter which has the matter, the water-soluble oleophilic matter, 
and its water-soluble middle property contains, and the matter which can be extracted can be referred to as that ail are included 
on parenchyma. For this reason, it not only can take in almost ail the physiological active substances in propolis the same with 
taking in a propolis original lump the whole but the constituent of the combination ratio of three kinds of said extracts can 

demonstrate efficacy still higher than the propolis original lump itself as the synergistic effect. 

[0047] On the other hand, in JP.2001-78686.A. the attempt of propolis constituent preparation which added supercritical 
extraction propolis to alcoholic extract propolis and water extract propolis is also performed. However, for this attempt, it aims 
only at preparing the constituent which consists of three sorts of uniform extracts, and consideration is not paid at all about 
bringing the multiplication improvement effectiveness to the efficacy of an active principle. Furthermore, for the physiological 
active substance (active principle), the spray dryer which the temperature of goods of a constituent elevated -temp erature-izes 
is used for the disintegration of the constituent containing the water extract propolis which very severe manufacture conditions 
are adopted, for example, is weakened at heat. For this reason, possibility the synergistic effect by three sorts of extracts is not 
not only expectable, but that efficacy will be reduced on the contrary is high. 

[0048] - By having been extracted from the residue after a hydrophilic organic solvent extracts a propolis original lump as a 
water extract or a supercritical extraction object, the hydrophobic component which has the hydrophilic component or the 
extreme hydrophobicity which has an extreme hydrophilic property among the components extracted with a hydrophilic organic 
solvent overlaps into a propolis constituent, and does not contain so much. Since it was solved that there is work which controls 
the health promotion effectiveness etc. on the contrary when [ which was depended on this invention persons ] these 
components were wholeheartedly taken in so much at once as a result of research, as for the propolis constituent containing 
said water extract or a supercritical extraction object, the health promotion effectiveness can be demonstrated very good. In 
addition, the component located in the boundary region which may be extracted with supercritical extraction and water hardly 
exists. Since a propolis original lump's (propolis raw material) permeability is furthermore easily raised in an operation of a 
hydrophilic organic solvent at this time, in being able to perform easily the process which obtains that extract, it is possible to 
cut down raw material expense easily. 

[0049] - The synergistic effect by three kinds of extracts can be demonstrated very effectively to the supercritical extraction 
object 1 weight section by carrying out 0.5-6 weight section content of 1 - 20 weight section and the water extract for a 
hydrophilic organic solvent extract. Furthermore, the synergistic effect by three kinds of extracts can be demonstrated much 
more notably by exceeding 10 weight sections for hydrophilic organic solvent extract propolis, and carrying out 1-5 weight 
section content of the water extract propolis below 18 weight sections to the supercritical extraction propolis 1 weight section. 
[0050] - The propolis constituent of this operation gestalt is constituted so that hydrophilic organic solvent extract powder, 
water extract powder, and supercritical extraction object powder may be contained. That is. since each extract powder extracted 
by three kinds of different extraction methods is alike, respectively and disintegration is carried out on the most extremely stable 
conditions, this propolis constituent may exist as a constituent which did not cause deterioration of each extract powder and was 
unified more. Furthermore, this propolis constituent can hold very high quality from a powder property being remarkably high for a 
long period of time. Furthermore, the outstanding salability can be given to a product from it being easy to change freely the 
mixing ratio which can expect the outstanding synergistic effect at this time. 

[0051] - The propolis constituent granulation pharmaceutical preparation of an operation gestalt contains the above-mentioned 
propolis constituent, and contains hydrophilic organic solvent extract granulation, water extract granulation, and supercritical 
extraction object granulation. For this reason, since it has the same presentation as the above-mentioned propolis constituent, 
the synergistic effect by three kinds of extracts can be demonstrated very effectively. Furthermore, degradation of the physical 
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properties by mixing of a different component is avoidable from it being granulation made to correspond to the physical 
properties of the extract for every extract, and in being able to prevent joining when a propolis constituent absorbs moisture 
effectively, the oil-soluble component in each extract can also prevent effectively the problem of dissociating at the time of 
mixing or preservation. Therefore, the propolis constituent granulation pharmaceutical preparation of very high quality can be 
offered by combining three kinds of extracts as granulation, respectively. 

[0052] - When using a supercritical extraction object as granulation, it can manufacture easily by blending an antibonding agent 
0.01-2 times by the weight ratio to the supercritical extraction object 1 beforehand. In the process which carries out 
disintegration of the supercritical extraction object of the shape of the shape of a paste, and emulsified liquid, separation of the 
oil content in a supercritical extraction object and generating of caking by adhesion of powder can be effectively prevented by 
using calcium as an antibonding agent especially. 

[0053] In addition, it is possible by using the granulation of three kinds of said extracts as coating granulation, respectively to 
control the distributed stage and absorption stage to the inside of the body of each extract to arbitration. For this reason, while 
being able to promote further the absorption to the inside of the body of three kinds of extracts, the synergistic effect of the 
anti-inflammatory activity by three kinds of extracts can be heightened notably. The absorption and the synergistic effect to the 
inside of the body of each of said extract can be heightened remarkably notably by constituting the coating ratio of the coating 
granulation of a hydrophilic organic solvent extract, a water extract, and a supercritical extraction object especially, so that it 
may be set to 0.2 to 0.4. 0.4-0.6. and 0.05-0.2. respectively. 

[0054] That is, in the absorption side of each extract, since a hydrophilic organic solvent extract is hydrophobicity. and 
distribution and the dissolution with the stomach are hard to be carried out. absorption within intestines tends to become slow. 
The water extract was in the condition of having diluted substantially with digestive juices when it shifted in an intestinal tract 
since it dissolved and distributed very promptly with the stomach, and since absorption within an intestinal tract was given to the 
concentration dependence target, the absorption coefficient suited the low inclination. Thus, when the absorption stage of three 
kinds of extracts did not gather, possibility that the additive effectiveness of each extract independent or two kinds of extracts 
will stop at being demonstrated, without the ability demonstrating sufficient synergistic effect was high. However, in the propolis 
constituent granulation pharmaceutical preparation containing the coating granulation of three kinds of extracts by which coating 
was carried out by said coating ratio, since the absorption stage to the inside of the body is appropriately controllable, the 
absorption stage of each extract is arranged and it becomes possible to carry out that it is easy to demonstrate those 
synergistic effects. 

[0055] , , . , 

[Example] Hereafter, the example and the example of a comparison which materialized said operation gestalt are explained. 
(Example 1 of a comparison) After the grinder (Ishizaki Electrical machinery Factory ********) ground 6kg of propolis original 
lumps from Brazil. 30I. of 95 capacity % ethanol was added, and the stirring extract was carried out at the room temperature for 
24 hours Next. 27kg (8.9 % of the weight of solid content) of ethanol extracts of propolis was obtained by filtering the extract 
containing said propolis grinding object through a filter paper (No.2 [ ADVANTEC Oriental ]). and removing residue. Vacuum 
concentration of the obtained extract was carried out until it became 20% of the weight in the evaporator, and 12kg of ethanol 
extracts was obtained. Furthermore, concentration hardening by drying of the 3kg of this ethanol extract was carried out by 
reduced pressure, and 600g of ethanol extracts was obtained. It considered as ethanol extract powder by grinding this ethanol 
extract with a mortar. 

[0056] (Example 2 of a comparison) 2kg of propolis residue after the ethanol extract obtained in the example 1 of a comparison 
was measured by solid content conversion. 201. of water was added, and the stirring extract was carried out at 45 degrees C for 
5 hours. Next, the extract containing said propolis residue was rough-filtered until the moisture of residue was lost with the cloth 
for rough filtration (polyester gray yarn textiles), and 19.0kg of rough filtrate was obtained. After adding and stirring 340g (silica 
100F made from Central Silica) of diatomaceous earth to this rough filtrate. 18.7kg of filtrate was obtained by filtering again using 
a filter paper (No.2 [ ADVANTEC Oriental ]). Vacuum concentration of this filtrate was carried out until it became 20% of the 
weight in the evaporator, and 1.1kg of water extracts was obtained. 0.6kg of this water extract was freeze-dried using the 
freezing vacuum dryer. 120g of water extract powder was obtained by grinding the obtained freeze-drying object. 
[0057] (Example 3 of a comparison) 1kg of propolis residue after the ethanol extract obtained in the example 1 of a comparison 
was measured by solid content conversion, and the supercritical fluid processor (Mitsubishi Kakoki Kaisha. Ltd. make) performed 
supercritical fluid processing for 2 hours. In addition, it extracted on conditions with the flow rate of 5kg/hour. an atmospheric 
pressure [ maximum-pressure 345 ] (35.0MPa), and a temperature of 40 degrees C at this time, using a carbon dioxide as 
supercritical gas. 59.3g of supercritical extraction objects was obtained by mixing an extract to homogeneity. 
[0058] (Example 4 of a comparison) After the grinder (>w<******) ground 2kg of propolis original lumps from Brazil, 20I. of water 
was added and the stirring extract was carried out at 45 degrees C for 5 hours. Next, the extract containing said propolis grinding 
object was rough-filtered until the moisture of residue was tost with the cloth for rough filtration (polyester gray yarn textiles), 
and 17.0kg of rough filtrate was obtained. After adding and stirring 340g (silica 100F made from Central Silica) of diatomaceous 
earth to this rough filtrate, 16.5kg of filtrate was obtained by filtering again using a filter paper (No.2 [ ADVANTEC Oriental J). 
Vacuum concentration of this filtrate was carried out until it became 20% of the weight in the evaporator, and 1.4kg of water 
extracts was obtained. 0.7kg of this water extract was freeze-dried using the freezing vacuum dryer. 140g of water extract 
powder was obtained by grinding the obtained freeze-drying object. 

[0059] (Example 5 of a comparison) After the grinder (********) ground 1kg of propolis original lumps from Brazil, the 
supercritical fluid processor (Mitsubishi Kakoki Kaisha, Ltd. make) performed supercritical fluid processing for 2 hours. In addition, 
it extracted on conditions with the flow rate of 5kg/hour, an atmospheric pressure [ maximum-pressure 345 ] (35.0MPa). and a 
temperature of 40 degrees C at this time, using a carbon dioxide as supercritical gas. 98.3g of supercritical extraction objects 
was obtained by mixing an extract to homogeneity. 

[0060] (Example 1) 1 .0g of supercritical extraction objects obtained in the example 3 of a comparison was mixed with 10.7g of 
ethanol extract powder obtained in the example 1 of a comparison, and 1.3g of water extract powder obtained in the example 2 of 
a comparison, and 13.0g of propolis constituents was obtained. 

[0061] (Example 2) 1.0g of supercritical extraction objects obtained in the example 3 of a comparison was mixed with 12.0g of 
ethanol extract powder obtained in the example 1 of a comparison, and 4.5g of water extract powder obtained in the example 2 of 
a comparison, and 17.5g of propolis constituents was obtained. 

[0062] (Example 3) I.Og of supercritical extraction objects obtained in the example 3 of a comparison was mixed with 17.0g of 
ethanol extract powder obtained in the example 1 of a comparison, and 3.0g of water extract powder obtained in the example 2 of 
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a comparison, and 21. Og of propolis constituents was obtained. 

[0063] (Example 4) I .Og of supercritical extraction objects obtained in the example 3 of a comparison was mixed with 5.0g of 
ethanol extract powder obtained in the example 1 of a comparison, and 3.0g of water extract powder obtained in the example 2 of 
a comparison, and 9.0g of propolis constituents was obtained. 

[0064] (Example 5) 1.0g of supercritical extraction objects obtained in the example 5 of a comparison was mixed with 10.7g of 
ethanol extract powder obtained in the example 1 of a comparison, and 1.3g of water extract powder obtained in the example 4 of 
a comparison, and 13.0g of propolis constituents was obtained. 

[0065] (Example 6) 1.0g of supercritical extraction objects obtained in the example 5 of a comparison was mixed with 12.0g of 
ethanol extract powder obtained in the example 1 of a comparison, and 4.5g of water extract powder obtained in the example 4 of 
a comparison, and 17.5g of propolis constituents was obtained. 

[0066] The radical prehension ability trial compared the active oxygen elimination operation which is a bioactive operation 
important as <radical prehension ability trial> health food pharmaceutical preparation and cosmetics pharmaceutical preparation. 
[0067] The sample solution which dissolved respectively the class product of the examples 1-5 of a comparison and examples 1- 
6 by 0.001% of the weight of concentration into dehydrated ethanol was prepared. After adding 2ml of DPPH (1 and 1-dipheny|- 
2-picrylhydrazyl) dehydrated ethanol solutions of 60microM to 2ml of each sample solution, mixing to it and preparing the DPPH 
ethanol sample solution to it. it was made to react to it for 20 minutes at a room temperature. Then, the absorbance in the 
wavelength of 517nm of each DPPH ethanol sample solution was measured using the spectrophotometer (PERKIN ELMER UV 
Spectrometer Lambda40). Moreover, after performing this actuation, using water as contrast, the purple clearance capacity (rate 
of radical prehension (%)) of each DPPH ethanol sample solution was calculated by having made the absorbance at that time into 
100%. In addition, it is shown that antioxidation activity is so high that the value of this rate of radical prehension is high. A result 
is shown in a table 1. 
[0068] 
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Consequently, it was checked that the propolis constituent of the examples 1-6 containing three kinds of extracts has notably 
high antioxidation activity as compared with the constituent of the examples 1-5 of a comparison. Especially, it was checked that 
an active oxygen elimination operation of the propolis constituent of examples 1-3 is more high as compared with examples 4-6. 
[0069] Carrying out the measurement comparison of the strength of the activity which checks the hyaluronidase operation which 
is one of the mechanisms of a <hyaiuronidase inhibition activity trial> allergy manifestation compared the antiallergic operation. 
[0070] The sample solution which dissolved respectively the class product of the examples 1-5 of a comparison and examples 1- 
6 in the 0.1 M acetic-acid buffer solution (pH3.5) by 0.001 - 0.1% of the weight of various concentration was prepared. Next, 
hyaluronidase is poured distributive^ 0.125ml (1 100 units (U)) every beforehand, and said each sample solution is added into the 
solution which kept it warm for 20 minutes at 37 degrees C. and it warmed for 20 minutes and was made to react at 37 more 
degrees C. Then, the acetic-acid buffer solution containing a hyaluronic acid potassium (1.5mg/(mO) was added, and it was made 
to react for 40 minutes at 37 degrees C. It was made to color after a reaction halt, the absorbance in 585nm of each sample 
(sample) was measured, and it asked for the rate of hyaluronidase activity inhibition (%) by the formula with the one following. 
Moreover, this actuation was performed using the 0.1 M acetic-acid buffer solution as contrast, and it considered as control. 
[0071] 
[Equation 1] 

• x 10 0 

(n ^ h a— ;U<7>vgtit&) 

Furthermore, it asked for the concentration IC 50 (% of the weight) which checks the hyaluronidase activity of control 50% using 
the value of the rate of hyaluronidase activity inhibition computed by the sample solution of said various concentration. A result 
is shown in the above-mentioned table 1. Consequently, it was checked that the propolis constituent of the examples 1-6 
containing three kinds of extracts has the remarkable high inhibition effectiveness to hyaluronidase as compared with the 
constituent of the examples 1-5 of a comparison. Especially, it was checked that the propolis constituent of examples 1-3 has 
higher effectiveness as compared with examples 4-6. 

[0072] In order to examine phagocytic activity of leukocyte as an index of a <phagocytic-activity-of-leukocyte trial> immunity 
activation operation, it examined about the phagocytic activity facilitatory effect of the rat leucocyte to the yeast fungus which 
became extinct. The sample solution which dissolved the constituent of the examples 1-3 of a comparison and examples 1-4 in 
dimethyl sulfoxide (DMSO) as a sample so that it might become 1 10microg [/ml ] concentration, respectively was used. 
Moreover, the contrast sample solution was prepared similarly, using Krestin powder (product made from Sankyo 
Pharmaceuticals) as positive control. 
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[0073] First, glycogen was prescribed for the patient into the abdominal cavity of a Wistar system rat (before or after the weight 
of 220g). Blood removal **** of the rat was carried out 4 hours after, and after pouring in the physiological saline into **** and 
washing intraperitoneal, said penetrant removers were collected with the leucocyte which exists in intraperitoneal. After the 
phosphate buffer solution's (PBS's) having washed this penetrant remover twice and performing a eel count, cell suspension was 
prepared so that it might become 5x106 cell [/ml ] concentration. Moreover, after making yeast extinction fungus liquid YEAST 
(Bakers yeast) Typefl (SIGMA company make) suspend in PBS beforehand so that it may become 0.2 capacity %. 0.1 ml of rat 
blood serums was added, and the yeast extinction bacillus solution was prepared by carrying out autoclave sterilization 
processing for 15 minutes at 121 degrees C. 

[0074] Next. 0.04ml of each sample solution was added to 0.2ml of said cell suspension. 0.1 mi of said yeast extinction bacillus 
solutions was added to each reaction mixture which incubated for 10 minutes at the room temperature, and it incubated for 30 
minutes at 37 degrees C. After cooling, it dissolved at 95 capacity % ethanol so that it might become about the basic fuchsm at 
1% of the weight, and 0.05ml of Fuchsine stain solutions prepared by filtering with a 0.45-micrometer filter was added, and they 
were dyed. Moreover, this actuation was performed, using PBS as contrast. The number of cells (white blood cell count which 
carried out phagocytosis of the yeast fungus) finally dyed with the number of cells (white blood cell count which did not carry out 
phagocytosis of the yeast fungus) and Fuchsine stain solution which were not dyed with said Fuchsine stain solution was 
counted, and it asked for the rate of the number of cells which carried out phagocytosis of the yeast fungus to the rate of 
leucocyte phagocytosis (%). i.e.. a total cell count. A result is shown in the above-mentioned table 1. 

[0075] Consequently, as compared with the constituent of the examples 1-3 of a comparison, high leucocyte phagocytosis was 
demonstrated and. as for the propolis constituent of the examples 1-4 containing three kinds of extracts, the immunity activation 
operation was checked. It was checked that especially the phagocytic activity of leukocyte of the propolis constituent of 
examples 1-3 is very high. In addition, the rate of leucocyte phagocytosis of the Krestin powder as positive control was 1 50.4%. 
[0076] (Example 7) It sprayed gradually, drying 250g of ethanol extracts of the example 1 of a comparison by the dried air using 
centrifugal floating mold coating granulator (Freund Industrial make) into 100g (non PARERU -101 : trademark registration) of raw 
material granulation which consists of purified sucrose and corn starch under engine-speed 200r.p.m. and 80-degree C 
conditions. Corn-starch 210g was added gradually simultaneously, and 299g of ethanol extract granulation which made an ethanol 
extract and corn starch adhere to said raw material granulation front face was obtained. 

[0077] Moreover. 67.5g of water extracts of the example 2 of a comparison was gradually sprayed on 100g of this raw material 
granulation on these conditions, drying at a dried air so that the temperature of goods may not exceed 50 degrees C. Corn- 
starch 12.5g was added gradually simultaneously, and 1 13.5g of water extract granulation which made a water extract and corn 
starch adhere to a raw material granulation front face was obtained. Moreover, under engine-speed 180r.p.m. and a room 
temperature, into 100g of raw material granulation, spraying 37.5g of 60% of the weight of corn-starch suspension. 75g [ of 
supercritical extraction objects of the example 3 of a comparison ] and corn-starch 57.5g beforehand used as content powder 
17% of the weight was added gradually, it dried and 223.5g of supercritical extraction object granulation was obtained. 
[0078] In addition, disintegration of said supercritical extraction object was performed as follows. After having mixed 20g of egg 
shell calcium in 25g of supercritical extraction objects of the example 3 of a comparison, mixing pineapple flow 5 5g further and 
considering as powder, 50g corn starch was mixed and 150g of content supercritical extraction object powder was produced 1 7% 
of the weight. Finally, 77.0g (10.7g as an ethanol extract) of said ethanol extract granulation, and 12.1g (1.3g as a water extract) 
of water extract granulation and 20g (1g as a supercritical extraction object) of supercritical extraction object granulation were 
mixed, and it considered as propolis constituent granulation pharmaceutical preparation. 

[0079] (Example 8) Into 75g of ethanol extract granulation of an example 7. corn-starch 32.15g was added as a coating agent 
(coating), and 107.15g of coating granulation of an ethanol extract was obtained into it In addition, the coating ratio of this 
granulation is 0.3. Moreover, corn-starch 50g was added as a coating agent into 50g of water extract granulation of an example 7. 
and 100g (a coating ratio is 0.5) of coating granulation of a water extract was obtained into it. Moreover, corn-starch 11. 2g was 
added as a coating agent into 100g of supercritical extraction object granulation of an example 7. and 111.2g (a coating ratio is 
0.10) of coating granulation of a supercritical extraction object was obtained into it. Finally, 1 10.2g (10.7g as an ethanol extract) 
of coating granulation of said ethanol extract. 24.1 g (1.3g as a water extract) of coating granulation of a water extract, and 22.2g 
(1g as a supercritical extraction object) of coating granulation of a supercritical extraction object were mixed, and it considered 
as propolis constituent granulation pharmaceutical preparation. 

[0080] In order to consider the edema depressant action used as the index of <edema inhibition test> anti-inflammatory activity, 
the acute inflammation model rat was produced, and it examined about the inflammation depressor effect. First, the day fast of 
the Wistar system rat (before or after the weight of 220g) was carried out, subcutaneous injection of the 0.1ml of the carrageenin 
solutions was carried out to the right rear crotch planta 1% of the weight, and the volume of a guide peg was measured 4 hours 
after. As a sample, the class product of the examples 1-3 of a comparison, examples 1-4, an example 7, and an example 8 was 
dissolved into 10% gum arabic solution, and it adjusted so that propolis (extract) concentration might become [ ml ] in 20mg /. 1 
hour before carrageenin administration of each sample solution. 5 hours ago, the 3-hour front stirrup was administered orally so 
that it might be set to 200 mg/kg / 10ml. respectively. Moreover, sterilized water was used as contrast. And it asked for the rate 
of carrageenin edema control (%) from the measurement result of the volume of the guide peg of a rat. A result is shown in a 
table 2. 
[0081] 
[A table 2] 
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Consequently, in the group which prescribed the propolis constituent granulation pharmaceutical preparation of the examples 1-4 
containing three kinds of extracts, an example 7. and an example 8 for the patient 3 hours before carrageenin administration as 
compared with the constituent of the examples 1-3 of a comparison, remarkable high depressor effect was checked to the 
edema by acute inflammation. Although each extract (constituent of the examples 1-3 of a comparison) demonstrated anti- 
inflammatory activity (edema depressant action), respectively, it was checked that the propolis constituent (examples 1-4, an 
example 7. and example 8) which mixed three kinds of extracts demonstrates the anti-inflammation effectiveness heightened in 
multiplication, furthermore, the mixing ratio of an ethanol extract — while increasing the content of flavonoids by raising a rate, 
when the organic acids and polysaccharide which are contained in a water extract auxiliary, and the hydrophobic high matter 
(fats-and-oils component etc.) contained in a supercritical extraction object are added, anti-inflammatory activity can be raised 
much more notably. 

[0082] On the other hand, depressor effect with the propolis constituent granulation pharmaceutical preparation of an example 8 
more expensive than the granulation pharmaceutical preparation of an example 7 was checked. It is guessed that this 
phenomenon is what is depended on the contact to the gastric acid of the active principle contained in them having been 
controlled, and condensation having been prevented, having come to distribute within intestines, and the absorbed amount having 
increased from coating of ethanol extract granulation and the supercritical extraction object granulation being carried out 
remarkably. Furthermore, by making the coating ratio of water extract granulation increase, and delaying a distributed stage, the 
active principle comes to be mostly absorbed with the absorption stage of an ethanol extract and a supercritical extraction 
object at a coincidence term, and while the absorption stage of the active principle in three kinds of extracts gathers, what is 
depended on the absorbed amount having increased is conjectured. Therefore, the synergistic effect by the active principle in 
three kinds of extracts is expected to be because for it to have been demonstrated very notably. 
[0083] In addition, it changes as follows and each above-mentioned operation gestalt can also take shape. 

- Constitute to carry out the water extract of the residue, and to carry out supercritical extraction of the residue further after 
performing a hydrophilic organic solvent extract previously using a propolis original lump. Or constitute to carry out supercritical 
extraction of the residue, and to carry out the water extract of the residue further after performing a hydrophilic organic solvent 
extract previously using a propolis original lump. Thus, when constituted, the raw material expense reduction effectiveness can 
be demonstrated still more effectively. 

[0084] Furthermore, the technical thought which can be grasped from said operation gestalt is indicated below. 

- Propolis constituent given in either of claim 1 to claims 4 characterized by setting the blending ratio of coal of said hydrophilic 
organic solvent extract propolis, water extract propolis, and supercritical extraction propolis to 2-15:0.6-5:1 by the weight ratio. 
[0085] - Propolis constituent granulation pharmaceutical preparation according to claim 5 characterized by using the granulation 
of said supercritical extraction propolis as the coating granulation of the coating ratios 0.05-0.2 while using the granulation of 
said hydrophilic organic solvent extract propolis as the coating granulation of the coating ratios 0.2-0.4 and using the granulation 
of said water extract propolis as the coating granulation of the coating ratios 0.4-0.6. However, said coating ratio shows the rate 
of coating agent weight to coating granulation weight. 

[0086] - The granulation of said supercritical extraction propolis is propolis constituent granulation pharmaceutical preparation 
according to claim 5 characterized by blending and carrying out disintegration 0.01-2 at a weight ratio about an antibonding agent 
to the supercritical extraction propolis 1. 

[0087] - Health food pharmaceutical preparation characterized by containing the propolis constituent of a publication in either of 
claim 1 to claims 4. Thus, when constituted, the health food pharmaceutical preparation which can demonstrate efficacy high as 
health food and cosmetics can be offered cheaply efficiently. 

[0088] - Cosmetics pharmaceutical preparation characterized by containing the propolis constituent of a publication in either of 
claim 1 to claims 4. Thus, when constituted, the cosmetics pharmaceutical preparation which can demonstrate efficacy high as 
health food and cosmetics can be offered cheaply efficiently. 

[0089] - Health food pharmaceutical preparation characterized by containing propolis constituent granulation according to claim 
5. Thus, when constituted, while being able to demonstrate efficacy high as health food and cosmetics, the health food excellent 
in stability can be offered. 

[0090] - At least one sort which is a propolis constituent containing hydrophilic organic solvent extract propolis, water extract 
propolis, and supercritical extraction propolis, and is chosen from said water extract propolis and supercritical extraction propolis 
is a propolis constituent characterized by being extracted from the residue after a hydrophilic organic solvent extracts a propolis 
original lump. Thus, when constituted, efficacy high as health food and a cosmetics raw material can be demonstrated. 
[0091] 

[Effect of the Invention] According to this invention, the following effectiveness is done so as explained in full detail above. 
According to propolis constituent granulation pharmaceutical preparation according to claim 5. efficacy high as health food and a 
cosmetics raw material can be demonstrated in the propolis constituent of invention according to claim 4. and a list from claim 1. 
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1 This document has been translated by computer. So the translation may not reflect the original precisely. 
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3.1n the drawings, any words are not translated. 



TECHNICAL FIELD 

[Field of the Invention] This invention relates to the propolis constituent used as health food pharmaceutical preparation, 
cosmetics pharmaceutical preparation, etc., and the propolis constituent granulation pharmaceutical preparation containing that 
constituent. 
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PRIOR ART 



[Description of the Prior Art] propolis (propolis original lump) — a bee — it is the matter of the shape of the shape of resin 
which is also called tar and constitutes **** of the blow hole of an Apis mellifrera, and wax. A honeybee is sap and the plant 
body which have been extracted from surrounding vegetation, beeswax and pollen are often mixed, and generally this propolis 
presents blackish brown thru/or dark brown, and contains various components. 

[0003] Although this propolis had been used as a raw material of drugs or health food in Europe for many years, it came to be 
used for many products as a raw material of health food or cosmetics also in Japan in recent years. As main bioactive of 
propolis, active oxygen elimination ability and an immunity activation operation are known, and the efficacy as a raw material of 
health food is supported. Moreover, quenching, the analgesic action, the antiallergic operation, and the antibacterial action to the 
disease germ of the large range are also known. It is reported at an institute especially that there are remarkable anticancer and 
antitumor action, and since the discovery report of two or more new cancericidal material was carried out out of the component, 
the efficacy which was excellent in propolis will attract attention of a worid suddenly. 

[0004] TERUPE ** with a still lower polarity, such as flavonoids from an organic-acid compound with a polarity high as a 
chemical entity contained in this propolis, and polyphenol. — the id — very many compounds, such as a kind, are checked. It is 
thought that the bioactive which the bioactive of these matter acts intricately, has it and was excellent in propolis is formed. 
[0005] Since the propolis original lump is very difficult, it is [ taking in in the condition as it is ] common to be taken in as an 
extract extracted with a hydrophilic organic solvent or water, such as ethanol. Various physiological active substances contain in 
the hydrophilic organic solvent extract or water extract of this propolis, and various products which used that pharmacological 
action in the health food field are marketed. Moreover, in JP.2000-325032.A. it is indicated by alcoholic extract propolis by adding 
and mixing water extract propolis gradually about the propolis product which carried out precipitation filtration and removed the 
resinous principle peculiar to alcoholic extract propolis. And this propolis product supposes that it is suitable for drink as 
compared with the propolis extract extracted with the independent solvent (alcohol or water) in the synergistic effect of each 
component being expectable while conquering the difficulty which each of alcoholic extract propolis and water extract propolis 
has. 
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EFFECT OF THE INVENTION 



[Effect of the Invention] According to this invention, the following effectiveness is done so as explained in full detail above. 
According to propolis constituent granulation pharmaceutical preparation according to claim 5, efficacy high as health food and a 
cosmetics raw material can be demonstrated in the propolis constituent of invention according to claim 4. and a list from claim 1. 
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3.1n the drawings, any words are not translated. 



TECHNICAL PROBLEM 



[Problem(s) to be Solved by the Invention] However, with the propolis product containing said alcoholic conventional extract 
propolis and water extract propolis, only the component meltable to alcohol among the components in a propolis original lump and 
the component meltable in water were contained, but many active principles are lost by moreover removing a resinous principle 
in a precipitation filtration process, and a part of propolis active principle was able to be taken in. For this reason, compared with 
the bioactive synergistic effect by many active principles when taking in a propolis original lump the whole ****. it was 
remarkable and said synergistic effect was low. 

[0007] This invention is made paying attention to the trouble which exists in the above conventional techniques. The place made 
into the object is to offer the propolis constituent constituted so that efficacy high as health food and a cosmetics raw material 
could be demonstrated, and its granulation pharmaceutical preparation. 



[Translation done.] 



http://www4.ipdl.ncipi.go jp/cgi-bin/tran.web^cgi.ejje 



2005/08/25 



JR.2003-061593,A [MEANS] 



1/5 ^— v 



* NOTICES * 

JPO and NCIP1 are not responsible for any 
damages caused by the use of this translation. 

1. This document has been translated by computer. So the translation may not reflect the original precisely. 

2. **** shows the word which can not be translated. 
3.1n the drawings, any words are not translated. 



MEANS 



[Means for Solving the Problem] In order to attain the above-mentioned object, the propolis constituent of invention according to 
claim 1 is a propolis constituent containing hydrophilic organic solvent extract propolis, water extract propolis, and supercritical 
extraction propolis, and is characterized by carrying out 0.5-6 weight section content of 1 - 20 weight section and the water 
extract propolis for hydrophilic organic solvent extract propolis to the supercritical extraction propolis 1 weight section. 
[0009] At least one sort as which the propolis constituent of invention according to claim 2 is chosen from said water extract 
propolis and supercritical extraction propolis in invention according to claim 1 is characterized by being extracted from the 
residue after a hydrophilic organic solvent extracts a propolis original lump. 

[0010] The propolis constituent of invention according to claim 3 is characterized by exceeding 10 weight sections for hydrophilic 
organic solvent extract propolis, and carrying out 1-5 weight section content of the water extract propolis below 18 weight 
sections to the supercritical extraction propolis 1 weight section, in invention according to claim 1 or 2. 

[0011] The propolis constituent of invention according to claim 4 is characterized by containing the hydrophilic organic solvent 
extract powder which carried out disintegration of said hydrophilic organic solvent extract propolis to either of claim 1 to claims 3 
in invention of a publication, the water extract powder which carried out disintegration of said water extract propolis, and the 
supercritical extraction object powder which carried out disintegration of said supercritical extraction propolis. 
[0012] The propolis constituent granulation pharmaceutical preparation of invention according to claim 5 The hydrophilic organic 
solvent extract granulation which is the propolis constituent granulation pharmaceutical preparation which contains the propolis 
constituent of a publication in either of claim 1 to claims 4. and corned said hydrophilic organic solvent extract propolis to 
granularity. It is characterized by containing the water extract granulation which corned said water extract propolis to granularity, 
and the supercritical extraction object granulation which corned said supercritical extraction propolis to granularity. 
[0013] 

[Embodiment of the Invention] Hereafter, the operation gestalt which materialized this invention is explained to a detail. The 
propolis constituent of an operation gestalt contains hydrophilic organic solvent extract propolis (it is hereafter indicated as a 
hydrophilic organic solvent extract), water extract propolis (it is hereafter indicated as a water extract), and supercritical 
extraction propolis (it is hereafter indicated as a supercritical extraction object), the gestalt of pharmaceutical preparation of 
versatility [ constituent / this / propolis ]. such as health food pharmaceutical preparation and cosmetics pharmaceutical 
preparation. — taking orally — or dermal administration is carried out and it is used. A very high health promotion operation and 
the cosmetics effectiveness are demonstrated according to the synergistic effect of the active principle contained in three kinds 
of extracts by the extract approach that these propolis constituents differ. Said health promotion operation and the cosmetics 
effectiveness are presumed and checked by carrying out the measurement comparison of the radical prehension acceleration 
activity used as the index of edema control activity, hyaluronidase inhibition activity, leucocyte phagocytosis acceleration 
activity, and active oxygen elimination ability. 

[0014] Three kinds of respectively separate propolis original lumps are prepared, and the start raw material (it is hereafter 
indicated as a propolis raw material) for extracting each extract can be used for three kinds of extract operation. However, when 
the workability of an extract process and the recovery (profitability) of an active principle are taken into consideration, it is 
desirable to constitute so that two or more kinds of extract operation may extract a propolis original lump. That is, after a 
hydrophilic organic solvent extracts a propolis original lump first, a water extract or supercritical extraction may be presented 
with the residue (residue of insolubility [ organic solvent / hydrophilic ]). and a hydrophilic organic solvent extract or a water 
extract may be presented with the residue after carrying out supercritical extraction to reverse. 

[0015] the residue (residue) after performing a hydrophilic organic solvent extract previously most preferably using a propolis 
original lump — a water extract — or it is good to constitute so that supercritical extraction may be carried out. Since the 
hydrophobic component located in the boundary region which may be extracted with the hydrophilic component located in the 
boundary region which may be extracted with water and a hydrophilic organic solvent at this time or supercritical extraction, and 
a hydrophilic organic solvent overlaps into a propolis constituent and does not contain, it is easy to reduce the depressor effect 
over the health promotion effectiveness etc. That is. when said hydrophilic component or a hydrophobic component is taken in so 
much at once, there is work which controls health promotion on the contrary. Moreover, since permeability is good in the 
operation of a hydrophilic organic solvent, the residue after presenting a hydrophilic organic solvent extract previously can raise 
easily the yield in a subsequent water extract or supercritical extraction. 

[0016] In addition, although anything of places of production, such as Brazil, China. Japan, the U.S.. and Europe, of said propolis 
original lump is usable, it is desirable especially to use the product from Brazil with high extract yield in a water extract. 
[0017] Although a hydrophilic organic solvent extract is obtained by extracting a meltable component to the hydrophilic organic 
solvent in a propolis raw material, using a hydrophilic organic solvent or its water diluent as an extracting solvent, it is desirable 
to use ethanol for manufacture of the constituent as health food as a hydrophilic organic solvent. Various active principles, such 
as flavonoids. polyphenol, organic acids, and Tell ** NOIDO. are contained in this hydrophilic organic solvent extract, and a health 
promotion operation of an active oxygen elimination operation, an immunity activation operation, quenching, an anticancer 
operation, etc. is demonstrated. 

[0018] Considering that they carry out taking orally, using the property and propolis constituent of a solvent as food, said 
hydrophilic organic solvent has the most desirable ethanol. although they can use it. ketones which have the property dissolved 
in water, such as an acetone besides lower alcohol, such as ethanol. a methanol, and isopropanol. and a methyl ethyl ketone, 
choosing it suitably, the time of using ethanol as a hydrophilic organic solvent — the concentration — desirable — 60 to 100 
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capacity % — it is 80 to 100 capacity % more preferably. When this concentration is under 60 capacity %, it is a ratio suitable for 
the configuration of this operation gestalt, and an active principle meltable to ethanol cannot be extracted efficiently, the amount 
of the ethanol used — a propolis raw material — receiving — desirable — the amount of one to 20 times — more — desirable - 
- the amount of two to 10 times — it is the amount of three to 8 times still more preferably. When this amount used is under the 
amount of 1 time, the yield of an active principle falls. Conversely, in exceeding an amount 20 times, equipment not only becomes 
large superfluously, but starting workability falls [ time amount ] to processes, such as concentration, remarkably. 
[0019] The temperature 10-30 degrees C near ordinary temperature is sufficient as extract temperature, and it is good to 
perform extract operation for 24 hours or more, stirring at the extract temperature. In addition, when said extract temperature is 
less than 10 degrees C. the yield of an active principle falls. Conversely, in exceeding 30 degrees C. the filterability after an 
extract worsens and workability falls. And after fully extracting an active principle by the above-mentioned extraction condition, 
hydrophilic organic solvent extract liquid is obtained by performing filter paper filtration or diatomaceous earth filtration. A 
hydrophilic organic solvent extract is obtained by evaporating and drying the solvent of this hydrophilic organic solvent extract 
liquid. Since powder physical properties are inferior, after [ brown ] accepting the need and diluting and condensing said 
hydrophilic organic solvent extract liquid, it dries, and excipients. such as a lactose and a dextrin, are added and it is [ this 
hydrophilic organic solvent extract carries out disintegration and ] good [ it is. it carries out and is a dark-brown resin-like solid- 
state, if this is ground, pure hydrophilic organic solvent extract powder will be obtained but ] also as hydrophilic organic solvent 
extract powder. 

[0020] A water extract is obtained by extracting a meltable component in the water in a propolis raw material, using water as an 
extracting solvent. Various active principles, such as organic acids, polysaccharide, and protein, are contained in this water 
extract, and a health promotion operation of an antioxidation operation, a radical prehension acceleration operation, hyaluronidase 
inhibition activity, an anticancer operation, etc. is demonstrated, the amount of the extracting solvent used — a propolis raw 
material — receiving — desirable — the amount of one to 20 times — more — desirable — the amount of two to 15 times — it 
is the amount of five to 12 times still more preferably. When the amount of this extracting solvent used is under the amount of 1 
time, the yield of an active principle falls. Conversely, in exceeding an amount 20 times, starting workability falls [ time amount ] 
to processes, such as concentration, remarkably. 

[0021] 20-90 degrees C of 30-80 degrees C of extract temperature are 40-60 degrees C still more preferably more preferably. 
When this extract temperature is tess than 20 degrees C. it not only causes deterioration of quality, but an extract process takes 
a long time and the yield of an active principle falls. Conversely, when exceeding 90 degrees C. it is expected that the 
denaturation of an active principle takes place and the synergistic effect falls. Moreover, although extract time amount is based 
also on the amount of the extracting solvent used, in order to extract sufficient quantity of an active principle, it is desirable to 
apply for 2 hours or more and to extract. 

[0022] And after fully extracting an active principle by the above-mentioned extraction condition, water extract liquid is obtained 
by performing filter paper filtration or diatomaceous earth filtration. Furthermore, if it freeze-dries if needed after condensing this 
water extract liquid, pure water extract freeze-drying powder will be obtained. In order to obtain powder with still more sufficient 
physical properties, it is good also as water extract freeze-drying powder which freeze-dried after adding excipients. such as a 
lactose and a dextrin, in the aforementioned water extract liquid, and was excellent in the powder property. Moreover, even if it 
adds excipients. such as a lactose and a dextrin, to the aforementioned pure water extract freeze-drying powder, water extract 
freeze-drying powder with a sufficient powder property (it is hereafter indicated as water extract powder) is obtained. 
[0023] A supercritical extraction object extracts a predetermined component from a propolis raw material by contacting the 
supercritical fluid and the propolis raw material which changed supercritical fluid into the supercritical condition under the 
conditions more than critical temperature and more than the critical pressure using well-known supercritical-fluid-extraction 
equipment. When using a carbon dioxide as supercritical fluid, the carbon dioxide which changed into the supercritical fluid 
condition as more than the critical temperature of 31.1 degrees C and more than the critical pressure of 72.8 atmospheric 
pressures (7.4MPa) extracts a propolis raw material. Ravonoids, Tell ** NOIDO. other hydrophobic physiological active 
substances, etc. are contained in the supercritical extraction object using this carbon dioxide, and demonstrating a health 
promotion operation of hyaluronidase inhibition activity, an anticancer operation, edema depressant action, etc. is checked. 
[0024] Although ethane, a propane, a carbon dioxide, nitrous oxide, etc. are usable, as for said supercritical fluid, it is most 
desirable to use a carbon dioxide, this carbon dioxide suits the compound for an extract that a polarity is lower than ethanol in a 
top with the critical temperature near ordinary temperature — it has physical and chemical property. Since the physical 
properties in an extract process are not only excellent in this way. but a carbon dioxide does not affect the taste of a 
supercritical extraction product by tasteless and no odor, as supercritical fluid used for this operation gestalt. its carbon dioxide 
is the most desirable. 

[0025] In order that supercritical fluid may use a consistency and the property in which solubility changes a lot. to few 
temperature gradients and a pressure differential [ near the critical point ]. the suitable vertical width of face for the temperature 
and the pressure of processing is required for actuation in supercritical fluid extraction. 32-80 degrees C of operating 
temperature in the case of using a carbon dioxide are 32-50 degrees C more preferably. Moreover, the actuation pressure is 73 
to 400 atmospheric pressure (7.4-40.5MPa) more preferably 73 to 500 atmospheric pressure (7.4-50.7MPa). 1-10kg (the rate of 
flow) /of flow rates of the carbon dioxide as supercritical fluid is [ hour ] 3-7kg/hour more preferably to 1kg of propolis raw 
materials. Although the processing time changes with the amounts and conditions of a propolis raw material, it can be suitably 
determined from a test or a processing track record by checking the time amount which an extract completes. 
[0026] And the description of the supercritical extraction object of the propolis extracted by the above-mentioned extraction 
condition changes also with the elapsed time of an extract. Although many are pastes-like, a part may be obtained as powder 
thru/or a massive solid-state. When using ethanol as an entrainer. it becomes liquefied including ethanol. The carbon dioxide 
which the ethanol by which it is contained in extraction feed immediately after an extract the ethanol as an entrainer. etc. were 
contained, and also the supercritical extraction object solidified by adiabatic expansion is contained. Since it is obtained as an 
uneven extract with the presentation which furthermore changes with extract elapsed time, after removing ethanol and a carbon 
dioxide and considering as a solid supercritical extraction object, stirring to homogeneity, if it grinds, it will become pure 
supercritical extraction object powder. In order to give a further more good powder property, it is good also as supercritical 
extraction object powder which added and carried out disintegration of the excipients. such as a lactose and a dextrin, to the 
supercritical extraction object if needed. 

[0027] the blending ratio of coal of the hydrophilic organic solvent extract in the propolis constituent of this operation gestalt — 
the supercritical extraction object 1 weight section — receiving — desirable — 1 - 20 weight section — 10 weight sections are 
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exceeded more preferably and they are below 18 weight sections- To the supercritical extraction object 1 weight section, when 
the blending ratio of coal of a hydrophilic organic solvent extract is under 1 weight section, the sufficient efficacy and the 
effectiveness as health food or cosmetics pharmaceutical preparation cannot be demonstrated. Conversely, when the blending 
ratio of coal of a hydrophilic organic solvent extract exceeds 20 weight sections to the supercritical extraction object 1 weight 
section, since the content of the supercritical extraction object to a water extract falls relatively, the synergistic effect of these 
water extract and a supercritical extraction object is not fully demonstrated. 

[0028] the blending ratio of coal of the water extract in the propolis constituent of this operation gestalt — the supercritical 
extraction object 1 weight section — receiving — desirable — 0.5-6 weight section — it is 1 - 5 weight section more 
preferably. To the supercritical extraction object 1 weight section, when the blending ratio of coal of a water extract is under the 
0.5 weight section, the sufficient efficacy and the effectiveness as health food or cosmetics pharmaceutical preparation cannot 
be demonstrated. Conversely, when the blending ratio of coal of a water extract exceeds 6 weight sections to the supercritical 
extraction object 1 weight section, since the content of the supercritical extraction object to a hydrophilic organic solvent 
extract falls relatively, the synergistic effect of these hydrophilic-properties organic solvent extract and a supercritical extraction 
object is not fully demonstrated. 

[0029] the propolis constituent constituted as mentioned above — as health food pharmaceutical preparation, cosmetics 
pharmaceutical preparation, etc. — taking orally — or dermal administration is carried out and it is used. In this propolis 
constituent, within limits which do not spoil the health promotion effectiveness of the above-mentioned active principle in that 
case For example, plumping agents, such as excipients. such as a dextrin, cyclodextrin. and a lactose, and a sodium 
hydrogencarbonate, Brighteners. such as a cull navarho, a shellac, and yellow bees wax. a pectin carboxymethyl cellulose, Gelling 
agents, such as agar and starch, an alginic acid, carrageenan. xanthan gum, Thickeners, such as chitosan. sugar, honey, a liquorice 
extract, a stevia. saccharin sodium. Sweetening agents, such as an oligosaccharide, erythritol, a starch syrup, and isomerized 
sugar, a quillaja extract. Emulsifiers. such as lecithin, a glycerol, a glycerine fatty acid ester, and an soybean saponin. pH 
regulators, such as coloring matter, such as flavorings, such as cinnamon essential oil. jasmine essential oil. rosemary essential 
oil. and lime essential oil. a caramel, a red cabbage, a gardenia, nonuniformity SAKIIMO, a grape, and curcmae rhizoma. a lactic 
acid, a lactate, a citric acid, a malic acid, and a sodium carbonate, may be added. 

[0030] As health food pharmaceutical preparation, by adding the above-mentioned propolis constituent in a food raw material, a 
drink article raw material, or a drugs raw material, it is processed into configurations, such as the shape of the shape of powder, a 
liquid, granularity, a tablet, and a capsule, and a stick, and is used as health food, a health drink, or quasi drugs. It is used as quasi 
drugs, being blended with soap, gear-tooth polishing powder, etc. As cosmetics pharmaceutical preparation, by adding the above- 
mentioned propolis constituent for a food raw material, a drink article raw material, or a cosmetics raw material, it is processed 
into the shape of a liquid, a milk liquid, and a half-solid, and the configuration of powdered **, and is used as cosmetics food, a 
cosmetics drink, or cosmetics. According to the class of makeup, as for said cosmetics, alcohols, a fats-and-oils surfactant 
purified water, etc. are added suitably. 

[0031] On the other hand, it is processed into many gestalten. such as a tablet, a capsule, granulation, powder, syrups, and 
drinkable preparations, when using this propolis constituent as an oral agent. When processing it into a tablet and a capsule, a 
binder, an excipient. a plumping agent, a brightener. a sweetening agent, a flavor agent, etc. are added suitably. A tablet can also 
be covered with a shellac or sugar. Moreover, the above-mentioned ingredient can be made to contain liquid support such as 
fats and oils, further in the case of a capsule. On the other hand, when using as a parenteral agent, it is used with the gestalt of 
external preparations, such as an ointment, cream pharmaceuticals, and liquor, carrying out dermal administration. As a basis of 
these external preparations, vaseline, paraffin, fats and oils, lanolin, macro gall. etc. are used suitably, and can consider as an 
ointment, cream pharmaceuticals, etc. by the usual approach. 

[0032] It is desirable to consider as granularity granulation pharmaceutical preparation with big particle diameter on the other 
hand, since possibility that the component in a propolis constituent will join during preservation according to moisture absorption 
etc. is high when the above-mentioned propolis constituent is made into the shape of powder and powder of especially minute 
particle diameter. 

[0033] in considering this propolis constituent as granulation pharmaceutical preparation, after mixing three kinds of extracts — 
disintegration — carrying out — granulator — a law — according to a method, it can fabricate to granularity, and can consider 
as granulation pharmaceutical preparation. Or mixing three kinds of extracts by which disintegration was carried out using 
granulator, it can corn to granularity and can also consider as granulation pharmaceutical preparation. Or it is also possible to 
consider as propolis constituent granulation pharmaceutical preparation by mixing spraying directly the liquid (liquefied propolis 
constituent) which mixed three kinds of extracts on the front face of the raw material granulation beforehand corned by 
granularity by purified sucrose, corn starch, etc.. or making three kinds of extracts by which disintegration was carried out adhere 
to it through a sizing agent using coating granulator, and making it dry after that 

[0034] However, since possibility that problems, such as separation, will arise according to a difference of the properties 
(strength of lipophilicity etc.) of each extract by the manufacture approach of the above-mentioned granulation pharmaceutical 
preparation at the time of mixing or preservation is high, after making it granularity for every extract considering as granulation 
pharmaceutical preparation is most desirable by mixing by the predetermined ratio. That is. it is most desirable to constitute first, 
so that granulation pharmaceutical preparation may be manufactured by mixing three kinds of granulation, after coming 
independently hydrophilic organic solvent extract granulation, water extract granulation, and supercritical extraction object 
granulation, respectively. 

[0035] After carrying out disintegration of the hydrophilic organic solvent extract granulation by adding excipients. such as a 
lactose and a dextrin, to a hydrophilic organic solvent extract it is corned by granularity according to a conventional method with 
granulator. Or it is also possible to corn by making the hydrophilic organic solvent extract by which sprayed the liquefied 
hydrophilic organic solvent extract on the front face of the raw material granulation beforehand corned by granularity by purified 
sucrose, corn starch, etc. directly using coating granulator. or disintegration was carried out adhere through a sizing agent and 
making it dry after that. As for the content of the hydrophilic organic solvent extract contained in this granulation, it is desirable 
that it is 5 - 50 % of the weight in solid content. When the content of this hydrophilic organic solvent extract is less than 5 % of 
the weight the active principle of amount sufficient in propolis constituent granulation pharmaceutical preparation cannot be 
made to contain. Conversely, in exceeding 50 % of the weight, disintegration and a granulation process become remarkably 
difficult 

[0036] Although water extract granulation can be considered as granulation by the same manufacture approach as the above- 
mentioned hydrophilic organic solvent extract granulation, after carrying out disintegration by the freeze-dry method, it can also 
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be made into granularity using granulator. As for the content of the water extract contained in this water extract granulation, it is 
[ at the same reason as the case of the above-mentioned hydrophilic organic solvent extract granulation ] desirable that it is 5 - 
50 % of the weight in solid content. 

[0037] Supercritical extraction object granulation can be considered as granulation by the same manufacture approach as said 
hydrophilic organic solvent extract granulation. Furthermore, in case this supercritical extraction object granulation is 
manufactured, it is desirable to carry out disintegration of the supercritical extraction object of the shape of the shape of a paste 
and emulsified liquid beforehand. It is desirable to constitute so that disintegration of the antibonding agents, such as calcium and 
a silicon dioxide, may be added and carried out to this disintegration with said excipient. At this time, the content of the 
supercritical extraction object in supercritical extraction object powder is 15 - 25 % of the weight more preferably ten to 35% of 
the weight. When the content of this supercritical extraction object is less than 10 % of the weight, the active principle of amount 
sufficient in propolis constituent granulation pharmaceutical preparation cannot be made to contain. Conversely, in exceeding 35 
% of the weight, disintegration and a granulation process become remarkably difficult. 

[0038] furthermore, the blending ratio of coal of an antibonding agent — the supercritical extraction object 1 — receiving — a 
weight ratio — desirable — 0.01-2 — it is 0.05-1 more preferably. When the weight ratio of this antibonding agent is less than 
0.01. in case disintegration of the supercritical extraction object is carried out, an oil content dissociates, or caking of powder 
arises. Conversely, when exceeding 2. the taste and a smell peculiar to propolis become weaker, and the quality of goods is 
spoiled. It is possible by preparing the granulation for these three kinds of every extraction methods according to an individual, 
mixing them, and considering as the propolis constituent of this operation gestalt to prevent effectively separation of the oil 
content that in a supercritical extraction object contained and generating of caking by adhesion of powder. [ many ] 
[0039] Moreover, the content of the supercritical extraction object contained in this supercritical extraction object granulation is 
5 - 20 % of the weight more preferably three to 35% of the weight. When the content of this supercritical extraction object is less 
than 3 % of the weight, the active principle of amount sufficient in propolis constituent granulation pharmaceutical preparation 
cannot be made to contain. Conversely, in exceeding 35 % of the weight, disintegration and a granulation process become 
remarkably difficult. 

[0040] Furthermore, in the hydrophilic organic solvent extract granulation, water extract granulation, and supercritical extraction 
object granulation which corned respectively as mentioned above, considering as coating granulation is desirable by coating the 
front face of the granulation after granulation with a coating agent. In addition, as said coating agent, a dextrin or corn starch is 
used suitably. In being able to prevent easily the debasement by adhesion of the granulation pharmaceutical preparation at the 
time of preservation, or granulation at this time, it becomes possible to control suitably the distributed stage and absorption 
stage to the inside of the body of an active principle. It becomes possible in the case of the propolis constituent granulation 
pharmaceutical preparation which consists of three kinds of extract granulation especially, to arrange the peak of the bioactive 
manifestation in the inside of the body of three kinds of extracts, and to heighten the synergistic effect notably, since the 
absorption stage to the inside of the body of an active principle is controllable for every granulation. 

[0041] The coating granulation of a hydrophilic organic solvent extract makes the coating agent by which sprayed the liquefied 
coating agent on the front face of hydrophilic organic solvent extract granulation directly, or disintegration was carried out 
adhere through a sizing agent using coating granulator, and is prepared by making it dry after that. The propolis constituent 
granulation pharmaceutical preparation which corned after mixing three kinds of extracts before the coating granulation of a 
water extract, the coating granulation of a supercritical extraction object, and granulation is prepared similarly. 
[0042] As for the ratio (comparatively) of the coating agent weight to the coating ratio of the coating granulation of a hydrophilic 
organic solvent extract, i.e., the solid content weight of coating granulation, it is desirable that it is 0.2-0.4. When this coating 
ratio is less than 0.2. since the decay time within the stomach is short, the time amount exposed to stomach juice becomes long, 
and it becomes easy to condense the component in a hydrophilic organic solvent extract. Consequently, it is hard coming to win 
popularity the emulsification operation by bile acid, and the absorption coefficient to the inside of the body falls. Conversely, in 
exceeding 0.4, since it does not fully collapse within the stomach, it is in the inclination which is in absorption of an active 
principle remarkably. 

[0043] As for the coating ratio of the coating granulation of a water extract, it is desirable that it is 0.4-0.6. When this coating 
ratio is less than 0.4. the component in the water extract which exists near the front face of coating granulation absorbs 
moisture, and there is a possibility that adhesion of coating granulation may take place. Moreover, in the stomach, low-molecular 
matter, such as an organic acid, is eluted easily, and is diluted, and when the membrane permeability of an intestinal tract falls, 
there is also a possibility that the absorption coefficient to the inside of the body may fall. Conversely, when exceeding 0.6. 
sufficient anti-inflammation effectiveness is not demonstrated from the content of an active principle falling. 
[0044] the coating ratio of the coating granulation of a supercritical extraction object — desirable — 0.05 to 0.2 — it is 0.05-0.1 
more preferably. When this coating ratio is less than 0.05, since the decay time within the stomach is short, the time amount 
exposed to stomach juice becomes long, and it becomes easy to condense the component in a supercritical extraction object- 
Conversely, in exceeding 0.2. it is in the inclination which is in absorption of an active principle remarkably, without fully collapsing 
within the stomach. 

[0045] The effectiveness demonstrated according to the above-mentioned operation gestalt is indicated below. 
- The propolis constituent of an operation gestalt contains three kinds of extracts of a hydrophilic organic solvent extract, a 
water extract, and a supercritical extraction object. Said each extract contains a mutually different active principle from being 
extracted with an extracting solvent (the extract approach) different respectively, this propolis constituent — ******** — 
according to the synergistic effect of an active principle, as compared with the mixture of one kind of extract or two kinds of 
extracts, the higher efficacy and the effectiveness as health food and cosmetics pharmaceutical preparation can be 
demonstrated, and the outstanding health food and cosmetics pharmaceutical preparation can be obtained. 
[0046] Furthermore, this propolis constituent is the physiological active substance of the varieties which have the health 
promotion activity included in a propolis original lump since the matter which has the matter, the water-soluble oleophilic matter, 
and its water-soluble middle property contains, and the matter which can be extracted can be referred to as that all are included 
on parenchyma. For this reason, it not only can take in almost all the physiological active substances in propolis the same with 
taking in a propolis original lump the whole ****. but the constituent of the combination ratio of three kinds of said extracts can 
demonstrate efficacy still higher than the propolis original lump itself as the synergistic effect 

[0047] On the other hand, in JP.2001 -78686.A. the attempt of propolis constituent preparation which added supercritical 
extraction propolis to alcoholic extract propolis and water extract propolis is also performed. However, for this attempt it aims 
only at preparing the constituent which consists of three sorts of uniform extracts, and consideration is not paid at all about 
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bringing the multiplication improvement effectiveness to the efficacy of an active principle. Furthermore, for the physiological 
active substance (active principle), the spray dryer which the temperature of goods of a constituent elevated -temp era ture-izes 
is used for the disintegration of the constituent containing the water extract propolis which very severe manufacture conditions 
are adopted, for example, is weakened at heat. For this reason, possibility the synergistic effect by three sorts of extracts is not 
not only expectable, but that efficacy will be reduced on the contrary is high. 

[0048] - By having been extracted from the residue after a hydrophilic organic solvent extracts a propolis original lump as a 
water extract or a supercritical extraction object, the hydrophobic component which has the hydrophilic component or the 
extreme hydrophobicity which has an extreme hydrophilic property among the components extracted with a hydrophilic organic 
solvent overlaps into a propolis constituent, and does not contain so much. Since it was solved that there is work which controls 
the health promotion effectiveness etc. on the contrary when [ which was depended on this invention persons ] these 
components were wholeheartedly taken in so much at once as a result of research, as for the propolis constituent containing 
said water extract or a supercritical extraction object, the health promotion effectiveness can be demonstrated very good. In 
addition, the component located in the boundary region which may be extracted with supercritical extraction and water hardly 
exists. Since a propolis original lump's (propolis raw material) permeability is furthermore easily raised in an operation of a 
hydrophilic organic solvent at this time, in being able to perform easily the process which obtains that extract, it is possible to 
cut down raw material expense easily. 

[0049] - The synergistic effect by three kinds of extracts can be demonstrated very effectively to the supercritical extraction 
object 1 weight section by carrying out 0.5-6 weight section content of 1 - 20 weight section and the water extract for a 
hydrophilic organic solvent extract. Furthermore, the synergistic effect by three kinds of extracts can be demonstrated much 
more notably by exceeding 10 weight sections for hydrophilic organic solvent extract propolis, and carrying out 1-5 weight 
section content of the water extract propolis below 18 weight sections to the supercritical extraction propolis 1 weight section. 
[0050] - The propolis constituent of this operation gestalt is constituted so that hydrophilic organic solvent extract powder, 
water extract powder, and supercritical extraction object powder may be contained. That is, since each extract powder extracted 
by three kinds of different extraction methods is alike, respectively and disintegration is carried out on the most extremely stable 
conditions, this propolis constituent may exist as a constituent which did not cause deterioration of each extract powder and was 
unified more. Furthermore, this propolis constituent can hold very high quality from a powder property being remarkably high for a 
long period of time. Furthermore, the outstanding salability can be given to a product from it being easy to change freely the 
mixing ratio which can expect the outstanding synergistic effect at this time. 

[0051] - The propolis constituent granulation pharmaceutical preparation of an operation gestalt contains the above-mentioned 
propolis constituent, and contains hydrophilic organic solvent extract granulation, water extract granulation, and supercritical 
extraction object granulation. For this reason, since it has the same presentation as the above-mentioned propolis constituent, 
the synergistic effect by three kinds of extracts can be demonstrated very effectively. Furthermore, degradation of the physical 
properties by mixing of a different component is avoidable from it being granulation made to correspond to the physical 
properties of the extract for every extract, and in being able to prevent joining when a propolis constituent absorbs moisture 
effectively, the oil-soluble component in each extract can also prevent effectively the problem of dissociating at the time of 
mixing or preservation. Therefore, the propolis constituent granulation pharmaceutical preparation of very high quality can be 
offered by combining three kinds of extracts as granulation, respectively. 

[0052] - When using a supercritical extraction object as granulation, it can manufacture easily by blending an antibonding agent 
0.01-2 times by the weight ratio to the supercritical extraction object 1 beforehand. In the process which carries out 
disintegration of the supercritical extraction object of the shape of the shape of a paste, and emulsified liquid, separation of the 
oil content in a supercritical extraction object and generating of caking by adhesion of powder can be effectively prevented by 
using calcium as an antibonding agent especially. 

[0053] In addition, it is possible by using the granulation of three kinds of said extracts as coating granulation, respectively to 
control the distributed stage and absorption stage to the inside of the body of each extract to arbitration. For this reason, while 
being able to promote further the absorption to the inside of the body of three kinds of extracts, the synergistic effect of the 
anti -inflammatory activity by three kinds of extracts can be heightened notably. The absorption and the synergistic effect to the 
inside of the body of each of said extract can be heightened remarkably notably by constituting the coating ratio of the coating 
granulation of a hydrophilic organic solvent extract, a water extract, and a supercritical extraction object especially, so that it 
may be set to 0.2 to 0.4, 0.4-0.6. and 0.05-0.2, respectively. 

[0054] That is. in the absorption side of each extract, since a hydrophilic organic solvent extract is hydrophobicity. and 
distribution and the dissolution with the stomach are hard to be carried out. absorption within intestines tends to become slow. 
The water extract was in the condition of having diluted substantially with digestive juices when it shifted in an intestinal tract 
since it dissolved and distributed very promptly with the stomach, and since absorption within an intestinal tract was given to the 
concentration dependence target, the absorption coefficient suited the low inclination. Thus, when the absorption stage of three 
kinds of extracts did not gather, possibility that the additive effectiveness of each extract independent or two kinds of extracts 
will stop at being demonstrated, without the ability demonstrating sufficient synergistic effect was high. However, in the propolis 
constituent granulation pharmaceutical preparation containing the coating granulation of three kinds of extracts by which coating 
was carried out by said coating ratio, since the absorption stage to the inside of the body is appropriately controllable, the 
absorption stage of each extract is arranged and it becomes possible to carry out that it is easy to demonstrate those 
synergistic effects. 
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OPERATION 



Although (edema depressant action) was demonstrated, it was checked that the propolis constituent (examples 1-4 an example 
7 and example 8) which mixed three kinds of extracts demonstrates the anti-inflammation effectiveness heightened in 
multiplication, furthermore, the mixing ratio of an ethanol extract - while increasing the content of flavonoids by ra.s.ng a rate, 
when the organic acids and polysaccharide which are contained in a water extract auxiliary, and the hydrophobic high matter 
(fats-and-oils component etc.) contained in a supercritical extraction object are added, anti-inflammatory act.v>ty can be raised 

much more notably. r , Q 

[0082] On the other hand, depressor effect with the propolis constituent granulation pharmaceutical preparation of an example 8 
more expensive than the granulation pharmaceutical preparation of an example 7 was checked. It is guessed that this 
phenomenon is what is depended on the contact to the gastric acid of the active principle contained in them having been 
controlled, and condensation having been prevented, having come to distribute within intestines, and the absorbed amount having 
increased from coating of ethanol extract granulation and the supercritical extraction object granulation being earned out 
remarkably. Furthermore, by making the coating ratio of water extract granulation increase, and delay.ng a distributed stage, the 
active principle comes to be mostly absorbed with the absorption stage of an ethanol extract and a supercntical extraction 
object at a coincidence term, and while the absorption stage of the active principle in three kinds of extracts gathers, what is 
depended on the absorbed amount having increased is conjectured. Therefore, the synergistic effect by the active principle in 
three kinds of extracts is expected to be because for it to have been demonstrated very notably 
[0083] In addition, it changes as follows and each above-mentioned operation gestalt can also take shape. 

- Constitute to carry out the water extract of the residue, and to carry out supercritical extraction of the residue further after 
performing a hydrophilic organic solvent extract previously using a propolis original lump. Or constitute to carry out supercntical 
extraction of the residue, and to carry out the water extract of the residue further after performing a hydroph.l.c organic solvent 
extract previously using a propolis original lump. Thus, when constituted, the raw material expense reduction effectiveness can 
be demonstrated still more effectively. 

[0084] Furthermore, the technical thought which can be grasped from said operation gestalt is indicated below. 

- Propolis constituent given in either of claim 1 to claims 4 characterized by setting the blending ratio of coal of said hydroph.l.c 
organic solvent extract propolis, water extract propolis, and supercritical extraction propolis to 2-15:0.6-5:1 by the weight ratio. 
[0085] - Propolis constituent granulation pharmaceutical preparation according to claim 5 characterized by using the granulation 
of said supercritical extraction propolis as the coating granulation of the coating ratios 0.05-0.2 while using the granulation of 
said hydrophilic organic solvent extract propolis as the coating granulation of the coating ratios 0.2-0.4 and using the granulation 
of said water extract propolis as the coating granulation of the coating ratios 0.4-0.6. However, said coating ratio shows the rate 

of coating agent weight to coating granulation weight. i .___♦:»„ 

[0086] - The granulation of said supercritical extraction propolis is propolis constituent granulation pharmaceutical preparation 
according to claim 5 characterized by blending and carrying out disintegration 0.01-2 at a weight ratio about an antibonding agent 
to the supercritical extraction propolis 1. . , 

[0087] - Health food pharmaceutical preparation characterized by containing the propolis constituent of a publication in either ot 
claim 1 to claims 4. Thus, when constituted, the health food pharmaceutical preparation which can demonstrate efficacy high as 

health food and cosmetics can be offered cheaply efficiently. . 

[0088] - Cosmetics pharmaceutical preparation characterized by containing the propolis constituent of a publicabon .n either ot 
claim 1 to claims 4. Thus, when constituted, the cosmetics pharmaceutical preparation which can demonstrate efficacy high as 
health food and cosmetics can be offered cheaply efficiently. 

[0089] - Health food pharmaceutical preparation characterized by containing propolis constituent granulation according to claim 
5. Thus, when constituted, while being able to demonstrate efficacy high as health food and cosmetics, the health food excellent 

in stability can be offered. . . 

[0090] - At least one sort which is a propolis constituent containing hydrophilic organic solvent extract propolis, water extract 
propolis and supercritical extraction propolis, and is chosen from said water extract propolis and supercritical extraction propolis 
is a propolis constituent characterized by being extracted from the residue after a hydrophilic organic solvent extracts a propolis 
original lump. Thus, when constituted, efficacy high as health food and a cosmetics raw matenal can be demonstrated. 
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EXAMPLE 

[Example] Hereafter, the example and the example of a comparison which materialized said operation gestalt are explained. 
(Example 1 of a comparison) After the grinder (Ishizaki Electrical machinery Factory ********) ground 6kg of propolis original 
lumps from Brazil. 301. of 95 capacity % ethanol was added, and the stirring extract was carried out at the room temperature for 
24 hours. Next. 27kg (8.9 % of the weight of solid content) of ethanol extracts of propolis was obtained by filtering the extract 
containing said propolis grinding object through a filter paper (No.2 [ ADVANTEC Oriental ]). and removing residue. Vacuum 
concentration of the obtained extract was carried out until it became 20% of the weight in the evaporator, and 12kg of ethanol 
extracts was obtained. Furthermore, concentration hardening by drying of the 3kg of this ethanol extract was carried out by 
reduced pressure, and 600g of ethanol extracts was obtained. It considered as ethanol extract powder by grinding this ethanol 
extract with a mortar. 

[0056] (Example 2 of a comparison) 2kg of propolis residue after the ethanol extract obtained in the example 1 of a comparison 
was measured by solid content conversion, 201. of water was added, and the stirring extract was carried out at 45 degrees C for 

5 hours. Next, the extract containing said propolis residue was rough-filtered until the moisture of residue was lost with the cloth 
for rough filtration (polyester gray yarn textiles), and 19.0kg of rough filtrate was obtained. After adding and stirring 340g (silica 
100F made from Central Silica) of diatomaceous earth to this rough filtrate. 18.7kg of filtrate was obtained by filtering again using 
a filter paper (No.2 [ ADVANTEC Oriental ]). Vacuum concentration of this filtrate was carried out until it became 20% of the 
weight in the evaporator, and 1 .1kg of water extracts was obtained. 0.6kg of this water extract was freeze-dried using the 
freezing vacuum dryer. 120g of water extract powder was obtained by grinding the obtained freeze-drying object. 

[0057] (Example 3 of a comparison) 1kg of propolis residue after the ethanol extract obtained in the example 1 of a comparison 
was measured by solid content conversion, and the supercritical fluid processor (Mitsubishi Kakoki Kaisha. Ltd. make) performed 
supercritical fluid processing for 2 hours. In addition, it extracted on conditions with the flow rate of 5kg/hour, an atmospheric 
pressure [ maximum-pressure 345 ] (35.0MPa). and a temperature of 40 degrees C at this time, using a carbon dioxide as 
supercritical gas. 59.3g of supercritical extraction objects was obtained by mixing an extract to homogeneity. 
[0058] (Example 4 of a comparison) After the grinder (********) ground 2kg of propolis original lumps from Brazil, 20I. of water 
was added and the stirring extract was carried out at 45 degrees C for 5 hours. Next, the extract containing said propolis grinding 
object was rough -filtered until the moisture of residue was lost with the cloth for rough filtration (polyester gray yarn textiles), 
and 17.0kg of rough filtrate was obtained. After adding and stirring 340g (silica 100F made from Central Silica) of diatomaceous 
earth to this rough filtrate. 16.5kg of filtrate was obtained by filtering again using a filter paper (No.2 [ ADVANTEC Oriental ]). 
Vacuum concentration of this filtrate was carried out until it became 20% of the weight in the evaporator, and 1.4kg of water 
extracts was obtained. 0.7kg of this water extract was freeze-dried using the freezing vacuum dryer. 140g of water extract 
powder was obtained by grinding the obtained freeze-drying object. 

[0059] (Example 5 of a comparison) After the grinder (********) ground 1kg of propolis original lumps from Brazil, the 
supercritical fluid processor (Mitsubishi Kakoki Kaisha, Ltd. make) performed supercritical fluid processing for 2 hours. In addition, 
it extracted on conditions with the flow rate of 5kg/hour. an atmospheric pressure [ maximum-pressure 345 ] (35.0MPa), and a 
temperature of 40 degrees C at this time, using a carbon dioxide as supercritical gas. 98.3g of supercritical extraction objects 
was obtained by mixing an extract to homogeneity. 

[0060] (Example 1) 1.0g of supercritical extraction objects obtained in the example 3 of a comparison was mixed with 10.7g of 
ethanol extract powder obtained in the example 1 of a comparison, and 1 .3g of water extract powder obtained in the example 2 of 
a comparison, and 13.0g of propolis constituents was obtained. 

[0061] (Example 2) 1.0g of supercritical extraction objects obtained in the example 3 of a comparison was mixed with 12.0g of 
ethanol extract powder obtained in the example 1 of a comparison, and 4.5g of water extract powder obtained in the example 2 of 
a comparison, and 17.5g of propolis constituents was obtained. 

[0062] (Example 3) 1.0g of supercritical extraction objects obtained in the example 3 of a comparison was mixed with 17.0g of 
ethanol extract powder obtained in the example 1 of a comparison, and 3.0g of water extract powder obtained in the example 2 of 
a comparison, and 21. Og of propolis constituents was obtained. 

[0063] (Example 4) 1.0g of supercritical extraction objects obtained in the example 3 of a comparison was mixed with 5.0g of 
ethanol extract powder obtained in the example 1 of a comparison, and 3.0g of water extract powder obtained in the example 2 of 
a comparison, and 9.0g of propolis constituents was obtained. 

[0064] (Example 5) 1.0g of supercritical extraction objects obtained in the example 5 of a comparison was mixed with 10.7g of 
ethanol extract powder obtained in the example 1 of a comparison, and 1.3g of water extract powder obtained in the example 4 of 
a comparison, and 13.0g of propolis constituents was obtained. 

[0065] (Example 6) 1.0g of supercritical extraction objects obtained in the example 5 of a comparison was mixed with 12.0g of 
ethanol extract powder obtained in the example 1 of a comparison, and 4.5g of water extract powder obtained in the example 4 of 
a comparison, and 17.5g of propolis constituents was obtained. 

[0066] The radical prehension ability trial compared the active oxygen elimination operation which is a bioactive operation 
important as Oadical prehension ability trial> health food pharmaceutical preparation and cosmetics pharmaceutical preparation. 
[0067] The sample solution which dissolved respectively the class product of the examples 1-5 of a comparison and examples 1- 

6 by 0.001% of the weight of concentration into dehydrated ethanol was prepared. After adding 2ml of DPPH (1 and 1-diphenyl- 
2-picrylhydrazyl) dehydrated ethanol solutions of 60microM to 2ml of each sample solution, mixing to it and preparing the DPPH 
ethanol sample solution to it. it was made to react to it for 20 minutes at a room temperature. Then, the absorbance in the 
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wavelength of 517nm of each DPPH ethanol sample solution was measured using the spectrophotometer (PERKIN ELMER UV 
Spectrometer Lambda40). Moreover, after performing this actuation, using water as contrast the purple clearance capacity (rate 
of radical prehension (%)) of each DPPH ethanol sample solution was calculated by having made the absorbance at that time into 
100%. In addition, it is shown that antioxidation activity is so high that the value of this rate of radical prehension is high. A result 
is shown in a table 1 . 
0068] 
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Consequently, it was checked that the propolis constituent of the examples 1 -6 containing three kinds of extracts has notably 
high antioxidation activity as compared with the constituent of the examples 1-5 of a comparison. Especially, it was checked that 
an active oxygen elimination operation of the propolis constituent of examples 1-3 is more high as compared with examples 4-6. 
[0069] Carrying out the measurement comparison of the strength of the activity which checks the hyaiuronidase operation which 
is one of the mechanisms of a <hyaluronidase inhibition activity trial> allergy manifestation compared the antiallergic operation. 
[0070] The sample solution which dissolved respectively the class product of the examples 1-5 of a comparison and examples 1- 
6 in the 0.1 M acetic-acid buffer solution (pH3.5) by 0.001 - 0.1% of the weight of various concentration was prepared. Next, 
hyaiuronidase is poured distributive^ 0.125ml (1100 units (U)) every beforehand, and said each sample solution is added into the 
solution which kept it warm for 20 minutes at 37 degrees C. and it warmed for 20 minutes and was made to react at 37 more 
degrees C. Then, the acetic-acid buffer solution containing a hyaluronic acid potassium (1.5mg/(mD) was added, and it was made 
to react for 40 minutes at 37 degrees C. It was made to color after a reaction halt, the absorbance in 585nm of each sample 
(sample) was measured, and it asked for the rate of hyaiuronidase activity inhibition (%) by the formula with the one following. 
Moreover, this actuation was performed using the 0.1 M acetic-acid buffer solution as contrast, and it considered as control. 
[0071] 
[Equation 1] 

= x 10 0 

(ay h n — 

Furthermore, it asked for the concentration IC 50 (% of the weight) which checks the hyaiuronidase activity of control 50% using 
the value of the rate of hyaiuronidase activity inhibition computed by the sample solution of said various concentration. A result 
is shown in the above-mentioned table 1. Consequently, it was checked that the propolis constituent of the examples 1-6 
containing three kinds of extracts has the remarkable high inhibition effectiveness to hyaiuronidase as compared with the 
constituent of the examples 1-5 of a comparison. Especially, it was checked that the propolis constituent of examples 1-3 has 
higher effectiveness as compared with examples 4-6. 

[0072] In order to examine phagocytic activity of leukocyte as an index of a <phagocytic-activity-of-leukocyte trial> immunity 
activation operation, it examined about the phagocytic activity facilitatory effect of the rat leucocyte to the yeast fungus which 
became extinct. The sample solution which dissolved the constituent of the examples 1-3 of a comparison and examples 1-4 in 
dimethyl sulfoxide (DMSO) as a sample so that it might become 1 10microg [/ml ] concentration, respectively was used. 
Moreover, the contrast sample solution was prepared similarly, using Krestin powder (product made from Sankyo 
Pharmaceuticals) as positive control. 

[0073] First, glycogen was prescribed for the patient into the abdominal cavity of a Wistar system rat (before or after the weight 
of 220g). Blood removal **** of the rat was carried out 4 hours after, and after pouring in the physiological saline into **** and 
washing intraperitoneal, said penetrant removers were collected with the leucocyte which exists in intraperitoneal. After the 
phosphate buffer solution's (PBS's) having washed this penetrant remover twice and performing a eel count, cell suspension was 
prepared so that it might become 5x106 cell [/ml ] concentration. Moreover, after making yeast extinction fungus liquid YEAST 
(Bakers yeast) Typefl (SIGMA company make) suspend in PBS beforehand so that it may become 0.2 capacity %. 0.1ml of rat 
blood serums was added, and the yeast extinction bacillus solution was prepared by carrying out autoclave sterilization 
processing for 15 minutes at 121 degrees C. 

[0074] Next. 0.04ml of each sample solution was added to 0.2ml of said cell suspension. 0.1ml of said yeast extinction bacillus 
solutions was added to each reaction mixture which incubated for 10 minutes at the room temperature, and it incubated for 30 
minutes at 37 degrees C. After cooling, it dissolved at 95 capacity % ethanol so that it might become about the basic fuchsin at 
1% of the weight, and 0.05ml of Fuchsine stain solutions prepared by filtering with a 0.45-micrometer filter was added, and they 
were dyed. Moreover, this actuation was performed, using PBS as contrast. The number of cells (white blood cell count which 
carried out phagocytosis of the yeast fungus) finally dyed with the number of cells (white blood cell count which did not carry out 
phagocytosis of the yeast fungus) and Fuchsine stain solution which were not dyed with said Fuchsine stain solution was 
counted, and it asked for the rate of the number of cells which carried out phagocytosis of the yeast fungus to the rate of 
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leucocyte phagocytosis (%). i.e.. a total cell count. A result is shown in the above-mentioned table 1. 

[0075] Consequently, as compared with the constituent of the examples 1-3 of a comparison, high leucocyte phagocytosis was 
demonstrated and. as for the propolis constituent of the examples 1-4 containing three kinds of extracts, the immunity activation 
operation was checked. It was checked that especially the phagocytic activity of leukocyte of the propolis constituent of 
examples 1-3 is very high. In addition, the rate of leucocyte phagocytosis of the Krestin powder as positive control was 150.4%. 
[0076] (Example 7) It sprayed gradually, drying 250g of ethanol extracts of the example 1 of a comparison by the dried air using 
centrifugal floating mold coating granulator (Freund Industrial make) into 100g (non PARERU -101 : trademark registration) of raw 
material granulation which consists of purified sucrose and corn starch under engine-speed 200r.p.m. and 80-degree C 
conditions. Corn-starch 210g was added gradually simultaneously, and 299g of ethanol extract granulation which made an ethanol 
extract and corn starch adhere to said raw material granulation front face was obtained. 

[0077] Moreover. 67.5g of water extracts of the example 2 of a comparison was gradually sprayed on 100g of this raw material 
granulation on these conditions, drying at a dried air so that the temperature of goods may not exceed 50 degrees C. Corn- 
starch 12.5g was added gradually simultaneously, and 113.5g of water extract granulation which made a water extract and com 
starch adhere to a raw material granulation front face was obtained. Moreover, under engine-speed 180r.p.m. and a room 
temperature, into 100g of raw material granulation, spraying 37.5g of 60% of the weight of corn-starch suspension. 75g [ of 
supercritical extraction objects of the example 3 of a comparison ] and corn-starch 57.5g beforehand used as content powder 
17% of the weight was added gradually, it dried and 223.5g of supercritical extraction object granulation was obtained. 
[0078] In addition, disintegration of said supercritical extraction object was performed as follows. After having mixed 20g of egg 
shell calcium in 25g of supercritical extraction objects of the example 3 of a comparison, mixing pineapple flow 55g further and 
considering as powder, 50g corn starch was mixed and 150g of content supercritical extraction object powder was produced 17% 
of the weight. Finally, 77.0g (10.7g as an ethanol extract) of said ethanol extract granulation, and 12.1g (1.3g as a water extract) 
of water extract granulation and 20g (1g as a supercritical extraction object) of supercritical extraction object granulation were 
mixed, and it considered as propolis constituent granulation pharmaceutical preparation. 

[0079] (Example 8) Into 75g of ethanol extract granulation of an example 7, corn-starch 32.1 5g was added as a coating agent 
(coating), and 107. 15g of coating granulation of an ethanol extract was obtained into it. In addition, the coating ratio of this 
granulation is 0.3. Moreover, corn-starch 50g was added as a coating agent into 50g of water extract granulation of an example 7. 
and 100g (a coating ratio is 0.5) of coating granulation of a water extract was obtained into it. Moreover, corn-starch 1 1.2g was 
added as a coating agent into 100g of supercritical extraction object granulation of an example 7. and 111 .2g (a coating ratio is 
0 10) of coating granulation of a supercritical extraction object was obtained into it. Finally. 1 10.2g (10.7g as an ethanol extract) 
of coating granulation of said ethanol extract. 24.1g (1.3g as a water extract) of coating granulation of a water extract, and 22.2g 
(1g as a supercritical extraction object) of coating granulation of a supercritical extraction object were mixed, and it considered 
as propolis constituent granulation pharmaceutical preparation. 

[0080] In order to consider the edema depressant action used as the index of <edema inhibition test> anti-inflammatory activity, 
the acute inflammation model rat was produced, and it examined about the inflammation depressor effect. First the day fast of 
the Wistar system rat (before or after the weight of 220g) was carried out. subcutaneous injection of the 0.1ml of the carrageenm 
solutions was carried out to the right rear crotch planta 1% of the weight, and the volume of a guide peg was measured 4 hours 
after. As a sample, the class product of the examples 1-3 of a comparison, examples 1-4. an example 7. and an example 8 was 
dissolved into 10% gum arabic solution, and it adjusted so that propolis (extract) concentration might become [ ml ] in 20mg /. 1 
hour before carrageenin administration of each sample solution. 5 hours ago. the 3-hour front stirrup was administered orally so 
that it might be set to 200 mg/kg / 10ml, respectively. Moreover, sterilized water was used as contrast. And it asked for the rate 
of carrageenin edema control (%) from the measurement result of the volume of the guide peg of a rat. A result is shown in a 
table 2. 
[0081] 
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Consequently, in the group which prescribed the propolis constituent granulation pharmaceutical preparation of the examples 1-4 
containing three kinds of extracts, an example 7. and an example 8 for the patient 3 hours before carrageenm administration as 
compared with the constituent of the examples 1-3 of a comparison, remarkable high depressor effect was checked to the 
edema by acute inflammation. Each extract (constituent of the examples 1-3 of a comparison) is anti-inflammatory activity. 



respectively. 



[Translation done.] 
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tfJfc^fijsfcHjte^ojtfU xSWotoJ; 0 $ Steffi 
^m^mm^t: LTfg«U#-2> tot-as. 

[0 0 4 7] ^2 0 0 1 - 7 8 6 8 6 ^fgT' 

tt. T^P-^&ffi^Ptf UXtTK^ffl^PtfUXtZjli 

©fc«6. 3iOittfti:J:4«*a**«»lflfT?#ft»tf 
[0 0 4 8] • *«tti»3Ui«BSJMSa4t>.i:l<-C. ^ 
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[0049] • esi#tttits#i immmztiLx, 

10 tt*rtt£(gttttl4(9$ 1 -2 0«ffigR. &tf*ffltHfc£ 
0. 5~6*fig|?^W-r-5C: tlCcfcoT. 3lSOitli 

A. *oi8lIMT. ft^**smyo7j?UX*i->- 
5li»Wt4CtCJ:oT. 3SS<£>lttltfcl#J{C<fc£ 

[0 0 5 0] • *HJ6»*0^n#'J^iai««tt. « 

L < iS ^ ZL i*^ €>ffi*TS ^ias*sww«J# 

t5Ci!i*T^5. $e>(CC<75t#. ffitlfctB*^^ 
«*lfci«ifttt*»iftCM4F-r*CtA«T?# 

30 5. 

[0 0 5 1] • $$MMm<D 7 a # U X ttj«ftllittS$l 
m^S^t^"^-^^-^-^ Z\<Dfct£>> iifE^P 
T?**. £6ic. #ttffitt«K-t0>ttmtt<BfljttK:*tJ6 

[0052] • mm^-mm^i^mnL-r^m^^ ^ 
mmfti&th®) i ^Lxmmitx-Hmm±m^o. oi 

50 T. HttX«?Lft?g!«05@ffi^fflm#)^^*{tT 



( 

13 

too5 3] joat. iMB3««<©ttatt<oiii«t£-tft 

^(75KiK5rJ:0— it&lC, 3 

tt£. -5-n-?no. 2~0. 4. 0. 4~0. 6&Z>' 
0. 0 5~0. 2 £U.Z£oizMl$.1r2>Z£\Z&^X. 

[0 0 5 4] -T&fc>5, S-J*aift<75©iR®ICi3^T«. 

ScofctitiJtxDa— r-< > ymzz^-? z>rfu-$>) 

»*.T-?-tl b (D IE* $ -t+^-r < TZ> Z. ^1 

[0 0 5 5] 

( («) 5«««Sf^3f«05C^t*^) Tt»»Lfc». 
9 5^»%X^y— ;l/3 0 U v h;b€rJ0X.T^zaT2 4 

2) TataLT»SS£Hfc*-r*C£ICJ:oT. 7ci#'J 

»sft&«ba«*xAM*u--*— (=T2 ofta 

^@LTX^/-;l/}4ttS^l6 0 0g£?#£:. Z<DX.5? / 

[0 0 5 6] (Jt«CT2) Jttfcflli-eftsnfcx*./- 
;nuia»©^a#'j^aaE*H»»«*-e2 kgn-ft 
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U *2 0 U y h^S:inx.T4 5"C-e5B#W«f^}SttJL 

iTffliSSbTSS^l 9. OkgSSt. C<E>*Iz& 
i®?£KJ£gg± (+*->'J* (#0 Si»->'J^ 1 0 0 F) 
3 4 0 g*ao*.T«i*Lfc». SKIS (7H/Of7?« 
# («) 8«No. 2) £ffl^TWSiSifi-rsc:i{c«fc 

■3-Otil*l8. 7kgff#t. C<7)jgj®i££XA'tf U- 
-*-KT2 0 *T?WEE«*U 7KJ4tB?K 

10 1. lkg£»fc. ZOfctiUhmo. 6kg£ifldSK£ 

5fcT3C«ttC.£oT*»ad$l*»5fcl 2 0 g*»ifc. 
[0 0 5 7] (j£«MI3) JtfefiSJlT-t* btlfcX^y- 

)mmme>7n#v xawE*H»»**-c 1 k gits 
u e^^at^nsB {=MitT.m «*> «) 

tbXngtft^^ffl^. Sdft5kg/B$W. Si^ffi*) 
3 4 5IS (35. OMPa) , SS4 0tO^frT?ffl 

20 ttS%5 9. 3 g^tbtlfc. 

[0 0 5 8] (Jtl5S{flJ4) y7vM^O#UXf«2 
kgS»»* iZUEtv) T'BftLftm. *20U7h 
;U*»0AT4 5-CT5KfWffiJ*}SffiLfc. *tc. HflfE^ 

ffiiSi©fi£i7. OkgSSfc. c»ffijgjia?i:ftSi± 

(4"*-/UA (tfc) S©yU*100F) 3 4 0 g£jJD 
*.-C«#Lfc». iSM (7KA>f7f«ff (80 ®!<75 
No. 2) *fflV>TII*«il-r*Ci:tCJ:oT«il*l 
30 6. 5kg£»fc. C©atia**XAsl?l^ — ^-tCT2 

oaa%{C7S-5*T«flEisaiL/, ^mmmi. 4kg* 

nfz. ZiDTkWitiimo . 7 k g£8Mg«£$£««£/iH> 

«fcoT*#!iiS#l*»* 1 4 0 g£»fc. 
[0 0 5 9] (Jt*fc«5) y7y^*^n#'JXB8|l 

*fflt». 8Sa5 k g/Btffl, Si^JE^ 3 4 5 ^.ffi ( 3 
40 5. OMPa) . ^S4 0 < C<73^fr-Cr}4mL-fc < , tttttt 
*1^— (Cg^-rSCi(C<toT@ffi#ttm%l9 8. 3g 

[0 0 6 0] mmw i) Jt*5ECT ltf^biafcx^y- 
;uam%t»* io. 7 g t . tttt« 2 T-ff b n^:*tttti 

#1^* 1 . 3gi, Jt«^J3T?ftbtlfcfiBSl^ifitB!Kl 
1. 0 giSl&Lyn^iJXMfti 1 3. OgSII 

it. 

[0 0 6 1] (HJ6092) tt®E0iJ lT»btl/iX^y- 

;natu!»i»* i 2 . ogt. jt««2t?»^nfe*aai 

50 «!t»*4. 5 gt. Jtl!<^J3-Cf#bn/iSIS#Jftm% 
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1. 0 gt^^Lya^UXffiflX^I 1 7. 5g£?# 
[0 0 6 2] (H)«^J3) Jt®E^Jlt?»etlfeX^y- 

jimm^m^-i 7 . ogt. jtts^j 2 ti£7ktt&aj 
3 . ogt. jtK^j 3 x-t# <=> tifzmm%-mm®> 

1. 0 g t£g^Lyn#UXiia>£$)2 1 . Og£?# 
Ac 

coo63] (sess0ij4) ttmrn i ttienti?;- 

mm 3 . ogt. jttM* 3 r-t# nfcieis#«im«i i . 
ogt^i&i/^o#uxa«9. ogsst. 
[oo64] mmm5) ttmm l-esstifcx*/- 

Jt/»tfi#)*»5tc 1 0 . 7 g£. tttt0H4T?#Slafc*tttH 
1. 0gt4I&Lyo#U^H^Sll 3. Og$i 
[0 0 6 5] (*K«6) lT»5ftifcX*/- 

l. 0giSiBftl/yo# l JX«i«»i7. 5g«S 
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[0 0 6 6] <5s>awtsiiHM*>#WAfi«s<fttf 

f£ffl £ 7 5? * ffiflgfit»fC «fc -3 T Jt« L fc. 
[0 0 6 7] tttfcM 1 ~ 5 Ktf HKM 1 ~ 6 WS-MeX^J 

^•Mtkx^/— ;u«t» o. o o ifts%©«fln?i§ 

0 u M©D P P H (1. l-diphenyl-2-picrylhydrazyl) 

m*.*.? ;-)\/mw.2m\*mz-Tm.-&L, dpphx 

tt-fc. fr^BfcSat (PERK IN ELMER UV Spectrom 

eter Lambda4 0) £J?H>T. SDPPHI^/-;^ 
£H£i£<Z>$Efi 5 1 7 nrntC^tt-SSbtfi^zRllSL fz„ S 

<a©7fcg£ 1 0 0%tL.T ; &DPPHx5'y'-;HS^|-i§ 

(^isiummm (%) ) sw-kl 

[0 0 6 8] 
20 [^1] 





^sr* (%) 


7»*** 
SUSS* 
(%) 


I c 50 

<ms%) 


(%) 




* 




i 


100 






35. 6 


0. 0030 


120.2 






100 




24. 2 


0. 0029 


125.5 








100 


26.8 


0. 0033 


120.0 


tttt«4 




100 




20.5 


0. 0030 




Jt«W5 






100 


23. 8 


0. 0035 




1 


82. 3 


10.0 


7. 7 


60. 5 


0. 0010 


163. 9 




68.6 


25.7 


5. 7 


52. 3 


0. 0012 


154.2 




81.0 


14.3 


4. 7 


53. 1 


0. 0011 


155. 3 




55.6 


33.3 


11. 1 


40. 2 


0. 0015 


135.8 




82. 3 


10.0 


7. 7 


48.0 


0. 0015 






68.6 


25.7 


5. 7 


46. 4 


0. 0015 





tagrttffi&a<S¥i-ft nfc. 

[0 0 6 9] <k7AD = y-t:i«iStta*>7U* 
[0 0 7 0] Jtt£#J 1 ~ 5 K.tf3lJ5S0iJ 1 ~ 6 <r>&HB.fSL<fo 

£. o. lummmmm (pH3. 5) k**o. oo 

1^0.1 

SLL f*t7;i/D-^- £ft 0. 12 5ml 



(110 0a- 7 h (U)) foMl, 3 71CT'2 0 

e.i:3 7t:-c2 oftmmm.LTfcfeisitrc. wt^x* t 

T;Un>^^U^A (1. 5mg/ml) ft^tfft*g 
tCfEfe£ii\ (it>yjU) (0 5 8 5 runic*** £ 

T£ftlO*ffl5SfccfcO#»fc. Sfc, JiSiLTO. 

[0 0 7 1 ] 
[ft U 



-x 1 0 0 



-y- t?«1*IH*^<E>fflftJ8^T. 3> hDHI/flDtT 50 %) ft^c^^io IS*ft±ES 1 Jw^-T, * 39 
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»©»u*s*'£*r-r«*«s« 1 ~ 6 <ozfn# u xm.f$.®> 

tt. J£«0« l~5<Z>ifflj£!»<t:Jt«LT. t7Anr^- 

Jg#J 4 - 6 t tt«E L T J: 0 S5 * Z t tmt&Z 
[0 0 7 2] <ajlli3«**<JBK»>ft5RKS^«>iS* 

**fro/!:. Kfttl/Ttt. it«« l~3ROt*3!6«l 

~ 4com.fS.^s^n^n iio» g/m i cojssic^-s 

J:3K:v*3\H'7Jl'7*=1r->F (DM SO) 

(H&S* (80 IS) *m»TW*K*HBtt»* 
[0 0 7 3] ST. Wistar^^-y h (#12 2 0 gi 

ffiifeiMfcfcia'Kbfc. c©j*i***'J >tt««« (PB 
S) "C2[fi]i5fe#L.. -fc;i<;*J^> h£fTo£:&. 5X10 

fz. £tz, -7, bTZmmWEASl (Bakers yeast)T 

ypell (SIGMAttS) *0. 2 #4% l:&5<t 3 (C P B S 
if iCS®^-ttrc'*(Z7-y hlftimo. lml 12 

[0 0 7 4] JfcK:, BflSfflfla??)!^ 0 . 2ml \Z&Um 

mfo&o. o 4m 1 an*, sa-e 1 oa-wo^'*— 

H/fc#fi**i:. Hie-f— X h 9E$cBi§i£ 0 . lml 

9 s&m%x.?;-Mzmm&.y9 1 sa% 

tC&SJ:-5Ci§fl?U 0. 4 5 xim<7>7-< )15>— Tj&j® 
T-5>Ci:tCJ;0liiJLfcV^->>§fefejffi<£r0. 0 5ml 
fl]*.T!fefel.fc. »IBiLTttPBStJBHTH 

ft) Rtf7?:>>m£&T&££tt;fc*ffl8§ft M-Xh 

[o o 7 5] smm^mmm^^-t^m 
m i ~4<d7 p d^u x^a^ii. tt&CT i ~ 3 <a 

fcfo<D&llBM&&f&i*&£>Tl&^C. tilt. U 

15 0. 4 %-e&o£. 

[0076] (mmm7) ^mmm^-rj mm. 
mm <.ya^>hmm <m so *jan. (§1^200 
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r.p.n.. 8 OtCMTT, h V=E o n -> 

r^'T'VA^&SIfUS (/ >AU^- 10 1 

ssh i o o etc. jttfcw i (ox.? ;-)\smmm.2 5 0 

K3->**~^2 1 0 gfcft-frCftinU iffleJRWft 

s^Bicx * y - juaajft-atf n - > x ? s s 
*fcx*y— ;pfflHJfc»tt2 9 9 gfiiit. 

[0 0 7 7] HfttNCT. PJR^SlOOg 

1C, itt$0lJ2<Z>7kttJffi?BE6 7. 5g*Sja^5 0i:S;8 

10 x&^i^i:. K9-f x7-T?ft*L&a<S4fc*K:W» 
Lfc. p«fi:a->x^-f 1 2. 5 gSr&^fCi&flD 

^-B-^TKttm^^fe 1 1 3. 5g^it. Sfc. ®teft 
1 8 0 r. p. m. . IlTT-ff4It lOOgC, 6 0 tl 
%©3->X^-fi«i3 7. 5 g^ftSLfta* 1 ^ 

^» 1 7 a»%^m*<h Lfcjtftw 3 <£>es8#«atti$j 

7 5g^3->X?-f 5 7. 5 g (Cj^SPU. 
SILT. ®ffi!^am%^S2 2 3. 5 g$»fc. 
[0 0 7 8] &*. «flE«ft#ttdi*5®*»*fl:tt&"F<0 

20 j: 5 icff -3 fc. it&tN 3 a&BUM&uft 2 5 g 

^•/^A52 0gl&L. $^i:/H>7D-5 5g* 
jg£L.Tt»*<»:L£:it 5 0gC3->X^-f 

l 1 7 sa%^*@ffi#fflm^*»* 1 5 0 g &as«u 
it. g^ic. «rcx^y-;pt*tti4(!»*tt7 7. 0 g (x 
^/-;uatti^i:LT 1 0. 7gfflS) i. 7Ktti±i#3^ 
Si 2. 1 g. (7Kt6Ui^li:LT 1 . 3 gffiS) @BS 
SiMS2 0g l> T i gffl^) t 

[0 0 7 9] (H«g«8) HJSfi«7©x^>'-;H*ai« 
30 i^7 5gC. 3-r-f>^?Bi:l/T3->X^-?3 
2. l 5g$iSD (n-r-f >y) U x^y— ;uatb 

«03-f^>WilO7. 1 5 g*f#fc. 7«Cfc. C 
■ «it©3-f-f >ytt«0. 3-C=*-5o 
7 WTKJSttl^iaiKt 5 0 glC. 3-7^^- >^]t 
>%9— 9-5 0 g£?lsSQU TKttm^Wn-^-r- 
SlOOg (n— f-f >^Jttt0. 5) Sfe. 

7 weeg^ttm^pe i o o g !c. n-T-^ >y 
3jiUT=i— >^.^-^ i i . 2 gsssanu sbs^-js 

lii*03-f^>yifiiii. 2g (3-^-f >^tk 
40 ttO. 10) flfHHX^/-;U}ftt±J%CD 

a-f^yifino. 2g (x^y— ;H4tB«jtL/ 

T10. 7gti3) t. *ttH3«|(03-f^>^fi2 
4. lg (TkJ&ffl^tLT 1. 3gffiS) <»:. 
fflftffl3-f^ >^51fe2 2. 2g (SiS^«jaj#l<i:L 

[0 0 8 0] <SM»Mtt*>tt#£f1 s ffl<0ig«<bfc* 
50 t*. Wistar^7-vh (M2 2 0 gfflg) £ — H*e&£ 
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tf. 1 It % 7 y r: 0 . lmlS 

Ttt, tttSE^J 1 ~ 3 . j&ffiffill^, SgJ6«7R^Jfi 
^p*UX (ttffltt) iS^2 0mg/mll:45 
tt. 3B#W«tiX«5^fflStl{C, Wfn2 0 0mg/k 



20 



ffi*S***6rt 5 Y- (%) *6* 

[0 0 8 1] 
«2] 



Sift* 


(%) 


1 B^fEliu 
«* 


3B#fm?!tr 
a-* 


»* 




HsttM 1 


3 . 4 


3 8. 2 


3 0. 2 


2 3. 9 




2 5. 0 


10. 2 


9 . 0 


14. 7 


tfc©^J3 


5 . 3 


4 4. 2 


15.6 


2 1. 7 




4 . 3 


6 9. 0 


4 0. 2 


3 7.8 


^ifi^!2 


13.2 


5 5. 7 


3 3. 6 


3 4. 1 


5S*60»J3 


8 . 5 


6 3.4 


3 8. 3 


3 6. 7 


3£S§#J4 


15.6 


4 0. 5 


2 9. 1 


2 8.4 


|£2fi0<l7 


4. 7 


6 7. 4 


4 0. 2 


3 7. 4 


^^^8 


3. 4 


6 6. 3 


5 0. 8 


4 0. 2 



#L<K^10MS&*#WBS*ifc. (JtttMl 
(HM^J 1 ~ 4 . fgJgtfJ 7 S.t>*Hii^J 8 ) ttffiSM 

[0 0 8 2] — ^. HJ5g0iJ8CO7 ,, D#UXilI^^S} 

[0 0 8 3] ft*3. i:ES-S(£«6»ffitt. ^CWcfccXC^H 
b T «Mt5 C £ *> "IffiT* -5. 



[0084] $e»fc. ttc*«i»sgJ:t)ai«T?**a* 

2-15:0. 6-5 : 1 tLfcCt5»ait4«* 

30 m i ^6m*^4<75^-rn^(ciH«<^7 p o#uxffi)iX 
[0085] • itreftzkttWHSttasaj^DJp'J^o 

mtL^^-J-j y>?\£0 . 2-0. 4<Z>3-5^ 

0. 4-0. 6<Z)3— Vy^i-TSitfeJC. ^ 
KfiK#ttHi:7n#U.XCOSg&£:3 — 7^ >4Ht0. 0 

5~o. 2<dzi-t-< >ym%Ltrzci:z®mt-T2> 
m#«5ice«©7n#ijxftrtttwffis«. fib. su 

40 ~tV >^S"Jfift<£>IiJ-&£^-r. 

[0 0 8 6] • i»effl*5Mfcm7n#gx«>«ttti. 

0. 0 l~2Sl-£LTm*<tl'fZb<»t&ZZtZ&m. 

[0 0 8 7] • »#JSia»sBi#W4 0H>ma»K:e 

50 [0 0 8 8] • S8*Ji 1 ^6B*JH4 W^-rtlAMClS 
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< Scfiffi (C««-r £ Z £ d<T € 2. . 
[0 0 8 9] • W*3S5 tCfS^cDyD^U XfflSW 

[0 0 9 0] • ^7K14*t»^!«atH^a^ l JX<i:. * l 
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[0 0 9 1] ..... 

<n7a#v xta.fc®immmmzi:?itt. mm-k&Rmt 



(51) Int. CI . 1 

A 6 1 P 31/04 
35/00 
37/04 
37/08 
39/06 
43/00 



1 1 1 



F I 
A6 1 P 



31/04 
35/00 
37/04 
37/08 
39/06 
43/00 



f-73-K (##) 



1 1 1 



(72) 



(72) 



(72)% 



ULiffl 3S£ 

as* 

l^mrlTJtlP^fflHTlTB ISttt 7t ft 
*lllj l£38 

lK*m»D^BBHT 1T1 l#Hfi Tlf ft 



(72)%W# » 

®mrtT»OiW^HBTlTg 1#H6 ft 

(72)%BJ# HSV ft 

te*rtTSOiSrt^BaiBriTB l#lti! Tfcf ft 

Fi?— A(##) 4B041 LD06 LE01 LK35 

4C076 AA31 BB01 CC04 CC31 EE38H 

FF26 GG12 
4C083 AA071 CC01 

4C087 AA01 AA02 BB22 CA03 MA01 

MA36 NA05 ZB05 ZB07 ZB11 

ZB13 ZB22 ZB26 ZB35 ZC20 



